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Description 

FIELD OF THE INVENTION 

5 [0001 ] The present invention relates to an excellent stimuli-responsive polymer derivative whicli can be used for drug 
delivery system (DDS). chemovatve. various separating agents, catheter, artificial muscle, etc. 

BACKGROUND OF THE INVENTION 

10 [0002] In recent years, stimuli-responsive polymers liave been widely used for drug delivery system (DDS), various 
separating agents, catlieter. artificial musde, chemovalve, etc. and thus have been of growing importance. For exam- 
ple, JP-A-8-1 03653 (The term "JP-A" as used herein means an "unexamined published Japanese patent application") 
discloses a polymer which changes in its higher order structure to swell or shrink in an aqueous solution by the action 
of heat, light or by a change in pH or potential as a stimuli-responsive polymer. Specifically, acryiamide or methacryla- 

15 mide derivatives such as poly-N-isopropylacrylamide. N,N-diethylacrylamide and N-isopropylmethacrylamide, and 
vinylethers such as vinyl methyl ether are disclosed as a polymer having an upper critical solution temperature (UCST) 
or a lower critical solution temperature (LOST) with respect to water, which swells or shrinks in response to a tempera- 
ture change. 

[0003] Although these known polymers which swell or shrink in response to a temperature change are described as 
20 having an upper critical solution temperature (UCST) or a lower critical solution temperature (LCST), they all have, in 
fact, a lower critical solution temperature (LCST). In other words, at a temperature of not lower than the lower critical 
solution temperature, these polymers reversibly undergo agglomeration of polymers that renders themselves insoluble 
in water. On the contrary, at a temperature of not higher than the lower critical solution temperature, these polymers can 
be dissolved in water. For example, poly-N-isopropylacrylamide (PNIPAM), which is applied to DDS, etc. at present, has 
25 a lower critical solution temperature of 32''C in an aqueous solution. When this polymer is allowed to gel. it reversibly 
undergoes swelling and shrinkage depending on tiie temperature developed by heat. 

[0004] A polymer having a lower critical solution temperature (LSCT) shrinks at a predetermined temperature or 
higher and thus is disadvantageous in that it can be hardly adjusted so as to meet the demand for shrinkage at low tem- 
perature (preferably not higher than ttie body temperature) in the application to DDS, separating agent, etc. 
30 [0005] However, all these known thermo-responsive polymers such as poly-N-lsopropylacrylamide are stimuli- 
responsive polymers having a lower critical solution temperature (LCST) which respond only to thermal stimulation. 
Thus, tiiese tiiermo-responsive polymers can neitfier switch a lower critical solution temperature to an upper critical 
solution temperature (UCST) nor have, in a single compound, both functions of causing tiieir reversible dissolution and 
precipitation depending on the hydrogen ion concentration, when tiiey respond to heat. 
35 [0006] On tiie otiier hand, as ttie polymer which changes in its higher order structure by a pH change ttiere is known 
a polyacrylic acid or polymetiiacrylic add. However, these compounds contain carboxylic acid, which has electric 
charge, and thus are disadvantageous in that a separating agent comprising such a polymer adsorbs compounds ottier 
than desired compounds (non-specific adsorption) and thus cannot provide efficient separation and purification. 
[0007] If a composite stimuli-responsive polymer which can switch between a lower critical solution temperature 
40 (LCST) and an upper critical solution temperature (UCST) or have, in a single compound, both functions of causing its 
reversible dissolution and precipitation depending on the hydrogen ion concentration can be obtained, the above 
described aljustment can be easily conducted. The appearance of such a polymer has been desired particulariy in an 
art requiring fine adjustment because such a thermo-responsive polymer can be more widely used. 
[0008] Furtiier, if used as a separating agent for protein inert to heat, etc., ttie conventional polymer agglomerates 
45 when heated, causing denaturation of protein. 

[0009] Moreover, if tiie polymer is used as DDS (e.g., chemical-releasing capsule) by encapsulating a chemical in Its 
gel, it is necessary that ttie affected part be cooled to allow the gel to swell and release the chemical upon releasing. 
However, it is practically easy to raise, rather ttian cool, the temperature of ttie affected part. 
[001 0] Furtiier, if a tiiermo-responsive polymer is used as DDS, it needs to exhibit an upper critical soluti'on temper- 
so ature (UCST) in physiological saline. In ttiis respect, an Interpenetration polymer network (IPNa) of polyacrylic acid and 
polyacryloyi glycinamide is known as a tiiermo-responsive polymer which exhibits an upper critical solution temperature 
(UCST) in an aqueous solution (Makromd. Chem., Rapid Commun. 13, 557 - 581 (1992)). However, tiiis polymer does 
not exhibit any upper critical solution temperature (UCST) in physiological saline. 

[001 1 ] Therefore, the appearance of a tiiermo-responsive polymer which agglomerates when heated in an aqueous 
55 solution and exhibits an upper aitical solution tenperature (UCST) even in physiological saline has been desired. 
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SUMMARY OF TH^ INV^NTiQN 



[0012] An object of the present invention is to provide solution to the above described problems. 
[001 3] A first object of the present invention is to provide a stimuli-responsive polymer which exhibits an upper critical 
solution temperature (UCST) or a stimuli-responsive polymer which undergoes reversible dissolution and precipitation 
depending on the hydrogen ion concentration or an addition of a solvent. 

[001 4] A second object of the present invention is to provide a thermo-responsive polymer which exhibits both a lower 
critical solution temperature (LOST) and an upper critical solution temperature (UCST). 

[0015] A third object of the present invention is to provide a composite stimuli-responsive polymer which can switch 
between a lower critical solution temperature (LOST) and an upper critical solution temperature (UCST) or can have, in 
a single compound, both functions of causing its reversible dissolution and precipitation depending on the hydrogen ion 
concentration. 

[001 6] A fourth object of the present invention is to provide a thermo-responsive polymer which agglomerates when 
heated in an aqueous solution and exhibits an upper critical solution temperature (UCST) even In physiological saline. 
[001 7] Further, the present Invention also concerns a simple process for producing an N-acyl(meth)acrylamide deriv- 
ative which can be used as a monomer for the stimuli-responsive polymer, a process for the production of an Interme- 
diate thereof, and an intermediate thus produced. 

[001 8] A first aspect of the present invention concerns the following polymer derivatives: 

1-1) A stimuli-responsive polymer derivative having an upper critical solution temperature utilizing keto-enol tau- 
tomerization. 

1-2) A stimuli-responsive polymer derivative utilizing keto-enol tautomerization which undergoes phase transition 
by a change in hydrogen ion concentration or by an addition of an organic solvent. 

1 -3) Ttie stimuli-responsive polymer derivative according to tiie above 1-1) or 1 -2), which comprises as a polymer- 
izable component a monomer represented by the following general formula (1): 



wherein represents a hydrogen atom or a C^.^o straight-chain, branched or cyclic alkyl. altoxyl, alkylamino. aryi 
or heterocyclic group which may be halogenated; R^ represents a single bond or a C1.4 straight-chain or branched 
alkylene group which may be hatogenated; R^. R* and R^ each independently represents a hydrogen atom or 
methyl group; and X and X* each independently represents an oxygen atom, sulfur atom, selenium atom or tellu- 
rium atom. 

1-4) The stimuli-responsive polymer derivative according to the above 1-1) or 1-2), which comprises as copolym- 
erizable components a hydrophilic or hydrophobic monomer and a monomer represented by general formula (1). 
1-5) The stimuli-responsive polymer derivative according to tiie above 1-3), which comprises as a poIymerizaWe 
component a monomer represented by tiie following general formula (7): 




(!) 




(7) 



1 -6) A stimuli-responsive separating agent comprising a stimuli-responsive polymer derivative according to any one 
oftheabove1-1)to1-5). 
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[001 9] The inventors paid attention to strong hydrogen bonding properties represented by peptide bond and reversible 
keto-enoi tautomerization. On the supposition that a thernrio-responsive polymer having an upper critical solution tern* 
perature (UCST) can be obtained using l<eto-enol switching as shown in the following reaction formula A. the present 
invention has been worked out. 

5 

Rparl- inn fnr>mi|]f^ 

Enol (Swelling) Keto (Shrinkage) 



10 




[0020] In other words, the chemical reaction was designed using a computerized method for the calculation of molec- 

30 ular orbital such that enolation occurs at a high temperature to effect hydration and conversion to keto torm occurs at a 
low temperature to effect agglomeration by hydrogen bond. As a result it was found that the above described design 
allows the appearance of an upper critical solution temperature (UCST). More particularly, it is preferred to synthesize 
a compound In which the site having a peptide bond is thermodynamically stable in its keto form. 
[0021] Further, the above describe theory gives a finding that the utilization of keto-enol tautomerization makes it 

35 possible to make the above described keto-enoi switching (reversible conversion between keto form and enol form) 
effectively not only by a thernDal change but also by a change in hydrogen ion concentration or an addition of an organic 
solvent, i.e.. to obtain a stimuli-responsive polymer which reversibly repeats swelling and shrinkage in accordance wrtii 
a change in hydrogen ion concentration or an addition of an organic solvent witiiout raising or lowering the temperature. 
[0022] The stimuli-responsive polymer derivative of the present aspect of the present invention can be effectively 

40 applied to the separation, fixing, calibration and control of various substances. In particular, tiie stimuli-responsive pol- 
ymer derivative exhibits an upper critical solution temperature (UCST). i-e- agglomerates when the temperature lowers 
or reversibly repeats swelling and shrinkage in accordance with a change in hydrogen ion concentration or an addition 
of an organic solvent without raising or lowering the temperature. Accordingly, it is particularly useful for the separation, 
purification, fixing, calibration and control of substances which are desirably not to be in a high temperature atinosphere 

45 (protein such as biological product, enzyme and antibody). 

[0023] A second aspect of tiie present invention concerns a copolymer derivative comprising a monomer conrponent 
having a lower critical soiutton temperature (LCST) and a monomer component having an upper critical solution tem- 
perature (UCST). 

[0024] As the monomer component having a lower critical solution temperature (LCST). a monomer represented by 
50 any one of the following general formulae (2) to (5) can be used: 



55 
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0 




(2) 



10 

(3) 

15 




35 wheran R*" represents a hydrogen atom or a methyl group; and R^ each independently represents a hydrogen atom 
or a Ci. 10 straight-chain, branched or cyclic alkyl. alkoxyl, alkylamino. aryl or heterocyclic group which may be halo- 
genated; represents a C^.^o straight-chain, branched or cyclic alkyi or alkylakoxyl group which may be halogenated; 
R^ represents a Ci.io straight-chain, branched or cyclic alkyl. alkoxyl. alkylamino. aryl or heterocyclic group which may 
be halogenated: and n represents an integer of 4 or 5. 

40 [0025] As the monomer component having an upper critical solution temperature (UCST), a monomer represented 
by the above described general formula (1) can be preferably used. 

[0026] The stimuli-responsive polymer derivative of the present invention may further conrprise as a third component 
a hydrophilic or hydrophobic copolymerizable monomer Incorporated therein. The transition point of the stimuli-respon- 
sive polymer derivative can be controlled by the incorporation. 
45 [0027] It can be presumed that the monomer component represented by the above described general formula (1) 
exhibits strong hydrogen bonding properties represented by peptide bond and a reversible keto-enol tautomerization 
and has an upper critical solution temperature (UCST) developed by keto-enol switching as shown in the following reac- 
tion formula A: 



so 



55 
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Enol (Swelling) 



Xeto (Shrinkage) 




+ H.O 



[0028] In other words, the chemical reaction was designed using a computerized method for the calculation of molec- 
ular oibital such that enolation occurs at a high temperature to effect hydration and conversion to keto form occurs at a 
low temperature to effect agglomeration by hydrogen bond As a result, it was found that the above described design 
allows the appearance of an upper critical solution temperature (UCST). More particularly, it is preferred to synthesize 
a compound in which the site having a peptide bond is thermodynamically stable in Hs keto form. 
[0029] The thermo-responsive copolymer derivative of the present aspect of the present invention can be effectively 
applied to the separation, fixing, calibration and control of various substances. In particular, the thermo-responsive 
copolymer derivative of the present aspect of the present invention has both an upper critical solution temperature 
(UCST) and a lower critical solution temperature (LOST). Accordingly, it can be effectively used for the separation, puri- 
fication, fixing, calibration or control of substances the working temperature of which can be hardly predetermined (pro- 
tein such as biological product, enzyme and antibody). Alternatively, it can be effectively used for chemovalve. 
[0030] A third aspect of the present invention concerns a composite stimuli-responsive polymer derivative having a 
lower critical solution temperature (LOST) comprising at least one monomer component represented by the following 
general formula (6): 



wherein represents a hydrogen atom or a methyl group; and represents a hydrogen atom or a C^.^o straight- 
chain, branched or cyclic alkyi, alkoxyl, alkylamino, aryl or heterocyclic group which may be halogenated. The com- 
pounds of general formula (6) conresponds to compounds of general formula (1) wherein R^ represents a single bond, 
R^ and R* each represents a hydrogen atom, and X and X" each represents an oxygen atom. 
[0031] The above described polymer derivative acts as a thermo-responsive polymer which exhibits a lower critical 
solution temperature (LCST) in an aqueous solution. The lower critical solution temperature (LCST) can be reversibly 
changed by the hydrogen Ion concentration. In other words, the above described polymer derivative shows a composite 
stimulation response, that is. individually responds to heat and pH when stimulated by pH. 
[0032] Further, when put in an aqueous solution having a small amount of an organic solvent added thereto, this 
thermo-responsive polymer loses the lower critical solution temperature (LCST). which has appeared so far, but exhib- 
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its an upper critical solution temperature (UCST). In other words, when stimulated by an organic solvent added, this 
thermo-responsive polymer undergoes conversion of lower critical solution tenperature to upper aitical solution tem- 
perature 

[0033] it is particularly preferred that the stimuli-responsive polymer derivative of the present aspect of the present 

5 invention be a copolymer derivative comprising as a copolymerizable component at least one monomer component 
which is hydrophilic or hydrophobic with respect to the monomer component represented by general formula (6). 
[0034] The term "monomer component which is hydrophilic or hydrophobic with respect to the nfX)nomer component 
represented by general formula (6)" as used herein is intended to mean, if the monomer of general formula (6) is hydro- 
phobic, a monomer component which is more hydrophilic than the hydrophobic monomer component of general fbr- 

10 mula (6), and if the monomer of general formula (6) is hydrophilic. a monomer component which is more hydrophobic 
than the hydrophilic monomer component represented by general formula (6). The hydrophilic or hydrophobic monomer 
may be a monomer component represented by general formula (6) so for as It is hydrophilic or hydrophobic with respect 
to the one monomer component represented by general formula (6). In this case, the hydrophilic or hydrophobic mon- 
omer contains two or more monomer components represented by general formula (6). 

IS [0035] Accordingly, a preferred embodiment of the present aspect of the present invention is a copolymer further com- 
prising at least one monomer component which is hydrophilic or hydrophobic with respect to one monomer conponent 
represented by general formula (6) (including a monomer component represented by general formula (6)). 
[0036] The content of the above described hydrophilic or hydrophobic monomer is preferably from 1 to 70% by weight, 
more preferably from 3 to 50% by weight based on the total weight of the polymer. When the content of the above 

20 described hydrophilic or hydrophobic monomer falls within the above defined range, the above described properties of 
the present aspect of the present invention can be exerted particularly effectively. 

[0037] The thermo-responsive polymer derivative of the present aspect of the present invention can be effectively 
applied to the separation, fixing, calibration or control of various substances. In particular, the thermo-responsive poly- 
mer derivative of the present aspect of the present invention is a composite stimuli-responsive polymer which has both 

ss an upper critical solution temperature (UCST) and a lower critical solution temperature (LOST) within various tempera- 
ture ranges and responds also to hydrogen ion concentration. Accordingly, it can be effectively used for the separation, 
purification, fixing, calibration or control of substances the working temperature of which can be hardly predeternnined 
(protein such as biological product, enzyme and antibody). Alternatively, it can be effectively used for chemovalve. 
[0038] A fourth aspect of the present invention concerns a thermo-responsive polymer derivative having an upper crit- 

30 ical solution temperature (UCST) In an aqueous solution, which comprises at least one monomer component repre- 
sented by the following general formula (6) and at least one monomer component selected from acrylamide and 
methacrylamide: 




wherein represents a hydrogen atom or methyl group; and represents a hydrogen atom or a Ci.io straight-chain, 
branched or cyclic alkyl. alkoxyl, alkyiamino. aryt or heterocyclic group which may be halogenated. 
45 [0039] The thermo-responsive polymer derivative of the present aspect of the present invention is a copolymer deriv- 
ative comprising at least one monomer component represented by general formula (6) and at least one monomer com- 
ponent selected from acrylamide and methacrylamide as copolymerizable components. 

[0040] In the present aspect of the present invention, the charged proportion of tiie monomer represented by general 
formula (6) is preferably from 0.1 to 100% by weight, more preferably from 1 to 30% by weight, particularly from 5 to 

so 1 5% by weight based on the weight of acrylamide and/or methacrylamide. 

[0041 ] The thermo-responsive polymer derivative of the present aspect of the present invention may f urtiier comprise 
at least one hydrophilic or hydrophobic monomer component which is hydropNIic or hydrophobic witii respect to mon- 
omer component represented by general formula (6) (excluding acrylamide and methacrylamide) incorporated therein 
as a copolymerizable component as necessary. The term "monomer component which is hydrophilic or hydrophobic 

55 with respect to tiie monomer component represented by general formula (6)" as used herein is intended to mean, if tiie 
monomer of general formula (6) is hydrophobic, a monomer component which is more hydrophilic than the hydrophobic 
monomer component of general formula (6), and if the monomer of general ibrmula (6) is hydrophilic, a monomer com- 
ponent which is more hydrophobic than the hydrophilic monomer component represented by general formula (6). The 
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hydrophilic or hydrophobic monomer may be a monomer component represented by general formula (6) so far as it Is 
hydrophllic or ^drophoblc with respect to the one monomer component represented by general formula (6). in this 
case, the hydrophilic or hydrophobic monomer contains two or more monomer oonrponents represented by general for- 
mula (6). 

[0042] The charged proportion of the above described hydrophilic or hydrophobic monomer is preferably from 1 to 
70% by weight, more preferably from 3 to 50% by weight based on the total weight of the monomer component repre- 
sented by general fomiula (6) and acrytamlde and/or methacrylamide. 

[0043] The thermo-responsive polymer derivative of the present invention exhibits an upper critical solution temper- 
ature (UCST) in an aqueous solution, particularly physiological saline, and thus can be effectively applied to the sepa- 
ration, fixing, calibration or control of various substances. Accordingly, it can be effectively used for the separation, 
purification, fixing, calibration or control of substances the working temperature of which can be hardly predetermined 
(protein such as bfological product, enzyme and antibody). Alternatively. It can be effectively used for chemovalve, drug 
delivery system (DSS), etc. 

DETAILED DESCRIPTION OF THE INVENTION 

[0044] The present Invention will be further described hereinafter. 

[0045] In accordance with the first aspect of the present invention, as mentioned above, by properly making a molec- 
ular design using keto-enol tautomerization, a stimuli-responsive polymer derivative having an upper critical solution 
temperature (UCST) or a stimuli-responsive polymer derivative which undergoes phase transition in accordance with a 
change in hydrogen ion concentration or an addition of an organic solvent can be easily obtained. 
[0046] For example, a polymer derivative containing a substituent component represented by the following general 
formula (8) may be preferably used: 

H 



wherein , X and X' are tiie same as those defined in general formula (1). respectively. The prefenred ranges thereof 
are also tiie same as those described below witii reference to general formula (1). 

[0047] In the polymer derivative containing a substituent component represented by general formula (8) (hereinafter 
desaibed with reference to the case where X and X' each represents an oxygen atom for the simpliffoation of descrip- 
tion), tiie amide bonding site shows reversible switch between keto fomi and enol form as shown in the following reac- 
tion formula B in accordance with an application of heat, a change In the hydrogen Ion concentration, or wfth an addition 
of an organic solvent. 

Rflactlnn fonrmln R 

XX' X X'— H 

H 



[0048] Furtiier. tiie present inventors found that a polymer derivative containing a monomer represented by the above 
described general formula (1) as a polymer conponent Is particularly effective for efficient reversible keto-enol conver- 
sion. 

[0049] In general, a compound having an amide bond Itself agglomerates due to strong hydrogen bonding in an aque- 
ous solution. A polyamide which takes a keto form in an aqueous solution is insoluble in water. However, it can be pre- 
sumed that this keto form Is converted to an enol form due to heat or a change in hydrogen ion concentration to lose its 
self-agglomeration effect, giving a water-soliisle compound. 



A 
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[0050] The monomer represented by general formula (1) is described in more detail below. 
[0051] in general formula (1), preferably represents a C-^.s straight-chain, branched or cyclic alkyl. aikoxyl, 
alkylamino or phenyl group, more preferably methyl, ethyl, propyl, isopropyl, phenyl, methoxy, propoxyl. isopropoxyl, 
methylamino or ethylamino group, particularly methyl, ethoxy or methylamino group. These groups may be substituted 
by a halogen atom such as fluorine, bromine, chlorine and iodine. Particularly preferred substituents are fluorine atom 
and chlorine atom. 

[0052] preferably represents a single bond or C^z straight-chain or branched aikytene group or halogenated 
alkylene group, particularly a single bond. Preferred examples of substituents on the all^ene group include fluorine 
atom and chlorine atom. 

[0053] X arxJ X* each Is preferably an oxygen atom or sulfur atom. 

[0054] Examples of the nrx)nomer represented by general formula (1) Include N-acetylacrylamide. N-fluoroacetyl acr- 
yiamide. N-propionylacrylamide. N-butanoylacrylamide, N-pentanoylacrylamide. N-hexanoylacrylamide, N-isobutanoyl 
acrylamide, N-benzoylacrylamide, N-(3-fIuorobenzoyl) acrylamide, N-(2, 3-drfluorobenzoyl)acrylamide, N-pyridylcarbo- 
nylacrylamide, N-pyrimidylcarbonytacrylamide. N-acetyimethacrylamide. N-fiuoroacetylmethacrylamide. NiDropionyl- 
methacrylamide. N-butanoy!methacrylamide. N-pentanoylmethacrylamide. N-hexanoylmethacrylamide, N- 
isobutanoylmethacrylamide, N-benzoylmethacrylamide. N-(3-fluorobenzoyOmethacrylamide, N>(2, 3-difluorobenzoyl) 
methacrylamlde. N-pyridylcarbonylmethacrylamide. N-pyrimidyl cart)onylmethacrylamide. N-acroyl-N'-methylurea. N- 
acroyl-N*-ethylurea. N-acroyl-NMIuoromethylurea, N-acroyl-N'-difluoromethyiurea, N-acroyl-N'-trifluoromethylurea, N- 
methacroyl-N'-methylurea, N-melhacroyl-N'-ethylurea. N-methacroyl-N-fluoromethylurea. N-methacroyI-N'<Iifluor- 
omethylurea, N-methacroyl-N'-trifluoromethy!urea, methyl N-acroylcarl)amate, ethyl N-acroylcarbamate, n-propyl N- 
acroylcarbamate. isopropyl N^croylcarbamate. n-butyl N-acroylcarbamate. isobutyt N-acroylcarbamate, fluoromethyl 
N-acroylcari3amate, difluoromethyl N-acroylcarbamate, trifluoromethyl N-acroylcarbamate. 2, 2, 2-trrfluoro6thyl N- 
acroylcarbamate, methyl N-methacroyI carbamate, ethyl N-methacroylcarbamate, n-propyl N-methacroyI carbamate, 
isopropyl N-methacroylcarbamate, n-butyl N-methacroyI cariDamate, isobutyl N-methacroylcariDamate, t-butyl N-meth- 
acroylcarbamate, fluoromethyl N-methacroylcarbamate, difluoromethyl N-methacroyicariaamate. trifluoromethyl N- 
methacroylcarisamate. and 2. 2. 2-trrf luoroethyl N-niethacroylcart>amate. 

[0055] Specifically, homopolymerization of a monomer represented by general formula (1) or copolymerization of a 
monomer represented by general formula (1) with a hydrophilic or hydrophobic monomer makes it possible to obtain 
thermo-responsive polymers having a UCST within various temperature ranges, pH-responslve polymers which 
respond to various hydrogen Ion concentrations or solvent-responsive polymers which respond to an addition of an 
organic solvent. 

[0056] Further, copolymerization of a monomer represented by general formula (1) with a monomer for a thermo- 
responsive polymer having an LOST makes It possible to obtain a heat- and pH-responslve polymer which exhibits both 
heat response and pH response. 

[0057] The thermo-responsive polymer having a UCST preferably exhibits an upper critical solution temperature of 
from 0 to SO^C, particularly from 0 to 38^0. if it is used as a separating agent. 

[0058] Further, the switching range of the thermo-responsive polymer (range of phase transition temperature) is pref- 
erably as narrow as possible. In accordance with the present invention, a thermo-responsive polymer having a practical 
switching range of higher than IC'C can be obtained. 

[0059] The organic solvent to be used for stimulation Is not specifically limited so far as it has some solubility in water. 
Specific examples of the organic solvent include methanol, ethanol. propand. isopropanol, acetone, THF, dioxane, ace- 
tk; acid, propionic acid, ethylene glycol, and propylene glycol. Prefen-ed among these organic solvents are methanol, 
ethanol, propanol. isopropanol, acetone, and THF. These organic solvents can efficiently accelerate the agglomeration 
of the stimuli-responsive polymer, though depending on the kind of the stimuli-responsive polymer. 
[0060] It was also found that the application of stimulation by an organic solvent makes it possible to develop a keto- 
enol switching type heat response. 

[0061 ] Further, the novel stimuli-responsive polymer derivative of the present invention is effective for the separation, 
fixing, calibration or control of substances which are desirably not to be in a high temperature atmosphere. It can be 
effectively applied to drug delivery system (DDS). various separating agents, catheter, artificial muscle, etc. 
[0062] In particular, the stimuli-responsive polymer derivative of tiie present invention can contain a region having 
affinity for the target substance and a region showing the above described stimulation response to provide an effective 
stimuli-responsive separating material. 

[0063] The stimuli-responsive separating material of the present invention may be in any embodiment normally used 
in the art. The target substance is not specifically limited. In practice, however, protein (e.g.. enzyme, antibody, molec- 
ular chaperon, biological product), glycoprotein, nucleic acid, cell, artificial cell, synthetic polymer, etc. may be used. 
[0064] The separating material of ttie present invention is a material containing a region having a stimulation response 
utilizing tiie above described keto-enol tautomerization and a region having affinity for tiie target substanca The region 
having a stimulation response preferably contains a substituent component represented by general formula (8). More 
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particularly, it preferably contains a monomer component represented by general formula (1) as a copolymerizable 
conponent. 

[0065] The region having affinity for the target substance contains a component which can be bonded to or adsorbed 
by the target substance. More particularly, the polymer derivative of the invention preferably contains a monomer com- 

5 ponent containing the above described component which can be bonded to or adsorbed by the target substance as a 
component copolymerizable with the above described monomer component showing a stimulation response. The 
bonding of the monomer component to the target substance does not necessarily need to be a covalent bond but may 
be a bond utilizing ion complex or charge-transfer complex or bond utilizing a biochemical affinity. 
[0066] Furthermore particularly, a protein such as antibody and enzyme, if any, can be bonded to the stimuli-respon- 

10 sive material (region having affinity) by making the use of the reactivity of a functional group such as amino group and 
carboxyl group which is often contained in such a protein. For example, if an amino group in a protein is used, a carboxy! 
group may be Incorporated in the stimuli-responsive material to produce an amide bond by the following reaction for- 
mula: 

IS R.NH2 + HOOC-R "^""^ R-NH-CO-R' + HgO 

wherein R represents a protein; and R* represents a stimuli-responsive material 

[0067] A method utilizing an aldehyde group and a method utilizing an epoxy group as mentioned below may be used: 

^ R-NH2 + OHC-R' R-NK^CH-R' 

(Schlff base) 

Reducing agent 

» ^ R-NH2-CH2-R' 

R-NHi + CHt-CH-R' ► R-NH-CHt-CH-R' 



35 [0068] Further, if a carboxyl group in a protein is used, an amino group may be incorporated in the stimuli-responsive 
material to produce an amide bond by the following reaction formula: 



R-COOH + HgN-R' R-NH-CO-R' + HgO 



40 [0069] Further, an antibody may be incorporated in the stimuli-responsive material so that it is bonded to a protein as 
target substance. This operation is preferably effected in phosphoric acid or trisbuffer having a pH value in the vicinity 
of neutrality. The salt concentration may be properly predetermined depending on the purpose. 
[0070] Moreover, a particulate magnetic material may be bonded to the stimuli-responsive material to effect complex- 
ing. In this arrangement, a stimuli-responsive material to which the target substance has been bonded or by which the 

45 target has been adsorbed can be more efficiently agglomerated by the use of a magnet or the like during separation. 
[0071 ] The target substance which has been bonded to or adsorbed by the stimuli-responsive material of the present 
invention can be easily eluted out by any of (1) raising the salt concentration. (2) changing the pH value (rendering the 
solution addic or alkaline), (3) adding an inhibitor, substrate, etc., (4) adding a nrodifier such as urea and SDS. (5) add- 
ing an organic solvent, metal ion. etc. and (6) changing the temperature. 

50 [0072] More particularly, tiie stimuli-responsive separating material of the present invention can be applied to medi- 
cine for detecting residual agricultural chemical or diagnostic medicine and can be effectively used tor tiie activation or 
maintenance of biological reaction by separation of biological products such as microorganisms and product of cell cul- 
ture or fixing of enzyme or molecular chaperon. 

[0073] In accordance witii the second aspect of the present invention, as mentioned above, a Ihermo-responslve pol- 
55 ymer derivative having both a lower critical solution temperature (LOST) and an upper critical solution temperature 
(UCST) can be obtained by copolymerizing at least one monomer component having a lower critical solution tempera- 
ture (LOST) with at least one monomer component having an upper critical solution temperature (UCST). 
[0074] In the second aspect of the present invention, as the monomer component having a lower aitical solution tem- 
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perature (LOST) there may be preferabi/ used a monomer component represented by any of the above described gen- 
eral formulae (2) to (5). 

[0075] Particularly prefenred ennbodiments of the various substituents in general formulae (2) to (5) are described 
below. 

[0078] R** preferably is a hydrogen atom or methyl group. and R'^ each is preferably a hydrogen atom, methyl 
group, ethyl group, propyl group, isopropyl group, n-butyl group. Isobutyi "group or tert-butyl group. R* Is preferably a 
methyl group. R^ is preferably a methyl group, ethyl group, propyl group, isopropyl group, n-butyl group, isobutyi groyp 
or tert-butyl group. 

[0077] Specific examples of the monomer component represented by general formula (2) include N-methyl acryla- 
mlde. N-ethylacrylamide, N-cydopropylacrylamlde. N-lsopropylacrylamide, N-n-propylacrylamide, N-tert-butyl aciiyla- 
mide, N-sec-butylacrylamide, N-n-butylacrylamide. N-methylmethacryiamide, N-ethylmethacrylamide, N-cyclopropyl 
methacrylamide. N-isopropylmethacrylamide. N-n-propyl methacrylamide. N-tert-butylmethacrylamide, N-sec-butyl 
methacrylamide, N-n-butylmethacrylamide, N.N-dlmethyl acrylamide, N,N-diethylacryiamlde, N,N-dlmethyI methacry- 
lamide, N.N-dlethylmethacrylamide, N-methyl-N-ethyl acrylamide. N-methyl-N-isopropylacrylamide. N-methyl-N-n-pro- 
pylacrylamide. N-melhyl-N-ethylmethacrylamide, N-methyl-N-teopropylmethacryiamide. N-melhyl-N-n- 
propylmethacrylamide, N.N-diisopropylacrylamide. N.N-di-n-propylacrylamide, N.N-diisopropylmethacrylamide, and 
N.N-di-n-propylmethacrylamide. 

[0078] Specific examples of the monomer component represented by general fonnula (3) include methyl vinyl ether, 
and methoxy ethyl vinyl ether. 

[0079] Specific examples of the monomer component represented by general forrraila (4) include N-vinylacetamide. 
N-vinylpropionamide. N-vinyl butyrylamide, and N-vinyl isobutyrylamide. 

[0080] Specific examples of the monomer component represented by general formula (5) Include N-acetylacrylamide, 
N-fluoroacetylacrylamide, N-propionyl acrylamide. N-butanoylacrylamkJe, N-pentanoylacrylamide, N-hexanoylacr^a- 
mide. N-isobutanoylacrylamide. N-benzoyI acrylamide. N-{3-fluorobenzpyOacryIamide, N-(2, 3-difluorobenzoyl)acryla- 
mide, N-pyridylcarbonylacrylamide, N-pyrimidylcarbonylacrylamide, Nnace^methacrylamide. N-fluoro- 
acetylmethacrylamide, N-proplonylmethacrylamide. N-butanoylmethacrylamide. N-pentanoylmethacrylamide. N-hex- 
anoylmethacrylamide, N-isobutanoylmethacrylamide, N-benzoylmethacrylamide, N-(3-fluorobenzoyl)methaaylamide, 
N-{2, 3-difluoroben2oyl)methacrylamide, N-pyridylcarbonyl methacrylamide, N-pyrimidylcarbonylmethacrylamide, N- 
acroyl-N'-methylurea, N-acrqyI-N -ethylurea, N-acrcyl-N -fluoromethylurea, N-acroyl-N'-difluoromethylurea, N-acroyl-N'- 
trifluoromethylurea, N-methacroyl-N*-methylurea, N-methacroyl-N-ethylurea, N-methacroyl-N'-fluoromethylurea. N- 
methacrpyl-N'-difluoromethylurea, N-methacroyl-N -trifluoromethylurea, methyl N-acroylcarbamate. ethyl N-acroylcar- 
bamate. n-butyl N-acrpylcarbamate, isopropyl N-acroylcarbamate, n-butyl N-aaoylcarbamate, isobutyi N-acrcylcar- 
bamate, t-butyl N-acroylcarbamate, f luoromethyl N-acroylcart)amate, difluoromethyl N-acroylcarbamate, trifluoromethyl 
N-acroylcarbamate, 2, 2, 2-trifluoroethyl N-acroylcarbamate. methyl N-methacroylcarbamate, ethyl N-methacrpylcar- 
bamate. n-butyl N-methacroylcarbamate. isopropyl N-methacroylcart>amate, n-bulyl N-methacroylcariaamate, isobutyi 
N-methacroylcaibamate, t-butyl N-methacroyI carbamate, fluoromethyl N-methacrpylcarbamate, difluoromethyl N- 
melhacroylcarbamate, trifluoromethyl N-methacroylcarbamate, and 2, 2, 2-trtfluoroethyl N-methacroylcarbamate. 
[0081] On the other hand, as the monomer component having an upper critical solution temperature (UCS7) there 
may be preferably used a monomer containing a substituent component represented by general formula (8). 
[0082] In the second aspect of the present invention, the composition ratio of the monomer component having a lower 
critical solution temperature (LOST) to the monomer component having an upper critical solution temperature (UCST) 
Is not specifically limited but can be property predetermined depending on the purpose. In general, the weight ratio of 
the monomer component having a lower critical solution temperature to the monomer component having an upper crit- 
ical solution temperature Is preferably from 2 : 1 to 1 : 5. 

[0083] The molecular weight of the polymer derivative of the second aspect of the present invention is not specifically 
limited. The polymer derivative shows little or no dependence of properties such as transition temperature on the 
molecular weight thereof. The molecular weight of the polymer derivative is normally from about 10^ to 10^, preferably 
from about 10^ to 10^. 

[0084] Further, in the second aspect of the present invention, the copolymerization of a monomer component having 
a lower critical solution temperature (LOST) and a monomer component having an upper critical solution temperature 
(UCST) further with a hydrophilic or hydrophobic monomer makes it possible to obtain thermo-responsive polymers 
which exhibit a lower critical solution temperature (LCS"0 and an upper critical solution temperature (UCST) within var- 
ious temperature ranges. 

[0085] The hydrophilic or hydrophobic monomer to be used herein is not specifically limited. Various corrpounds may 
be used as such. Specific examples of the hydrophilic monomer include acrylamide, allylamine, hydroxylethyl 
(meth)acrylate, and glycerin mono(meth)acryiate. Specific exanples of the hydrophobic monomer include ester 
(meth}acrylate, vinyl chloride, vinylidene chloride, and styrena 

[0086] Further, the switching range (range of transition tenperature) is preferably as narrow as possible. In acoord- 
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ance with the second aspect of the present invention, a thermo^responsive polymer having a practical switching range 
of not higher than 1 0^C can be obtained. 

[0087] Further, the novel stimuli-responsive polymer derivative of the second aspect of the present invention is effec- 
tive for the separation, fixing, calibration or control of substances which are desirably not to be in a high temperature 
atmosphere. It can be effectively applied to drug delivery system (DDS). various separating agents, catheter, artificial 
muscle, chemovalve, etc. 

[0088] A stimuli-responsive polymer derivative according to the third aspect of the present invention can be obtained. 

as mentioned above, by polymerizing at (east one monomer component represented by general formula (6) or copoly- 

merizing at least one monomer component represented by general formula (6) with at least one monomer component 

which is hydrophilic or hydrophobic with respect to the monomer component. 

[0089] The monomer component represented by general formula (6) is described in detail below. 

[0090] Preferred examples and particularly prefen-ed examples of R* In general formula (6) include those described 

with reference to In general formula (1). Specific exampte of the monomer represented by general formula (6) 

include those described with reference to general formula (1). 

[0091 ] The hydrophilic or hydrophobic monomer to be additionally incorporated as a copolymerizable component in 
the third aspect of the present invention cannot be unequivocally defined because it is hydrophilic or hydrophobic with 
respect to one monomer component represented by general formula (6). Besides the nnohomer of general fornmila (1). 
(meth)acrylamide and (meth)acrylic add may be used as hydrophilic monomas and ester (meth)acrylale. vinyl chlo- 
ride, vinylidene chloride, and styrene may be used as hydrophobic monomers. 

[0092] In the third aspect of the present invention, as mentioned above, the incorporation of a monomer component 
represented by general formula (6) and optionally a monomer component which is hydrophilic or hydrophobic with 
respect to the monomer component represented by general formula (6) makes it possible to obtain polymer derivatives 
having various lower critical solution temperatures (LCST). The polymer derivative of the third aspect of the present 
invention loses its transition point in an acidic or alkaline solution having a predetermined or higher acidity or alkalinity, 
e.g.. aqueous solution of caustic soda having a namality of not less than 0.1 N. though depending on the kind of the 
monomer component used. 

[0093] The organic solvent to be added to water to develop an upper critical solution temperature (UCST) in the third 
aspect of the present invention is not specrfically limited so far as it has solubility in water. Specific examples of the 
organic solvent employable herein include methanol, ethanol. propanol. isopropanol, acetone, THF, dioxane, acetic 
acid, propionic acid, ethylene glycol, and propylene glycol. 

[0094] Prefeaed among these organic solvents are methanol, ethanol. propanol, isopropanol, acetone, and THF. 
These organic solvents can efficiently accelerate the agglomeration of the stimuli-responsive polymer. 
[0095] The amount of the organic solvent to be added depends on the kind of the stimuli-responsive polymer. In prac- 
tice, however, it may be normally from about 5 to 50% by weight so that the lower critical solution temperature (LCST) 
disappears while a lower critical solution temperature (LCST) appears. 

[0096] The molecular weight of the polymer derivative of the third aspect of the present invention is not speclflcaliy 
limited. The polymer derivative shows little or no dependence of properties such as transition temperature on the 
molecular weight thereof. In practice, however, the weight-average molecular weight of the polymer derivative is nor- 
mally from about 10^ to 10^. preferably from about 10^ to 10^. 

[0097] In the third aspect of the present inventton, the switching range of the thermo-responsive polymer (range of 
phase transition temperature) is preferably as nan-ow as possible. In accordance with the third aspect of the present 
invention, a themio-responsive polymer having a practical switching range of not higher than 10*C can be obtained. 
[0098] The novel stimuli-responsive polymer derivative of the second aspect of the present invention is effective for 
the separation, fixing, calibration or control of substances which are desirably not to be in a high temperature atmos- 
phere. It can be effectively applied to drug delivery system (DDS). various separating agents, catheter, artificial muscle, 
chemovalve, etc. 

[0099] A thermo-responsive polymer derivative according to the fourth aspect of the present invention can be 
obtained, as described above, by copolymerizing at least one monomer component represented by general formula (6) 
with at least one monomer component selected from acrylamide and methacrylamide and optionally the above 
described hydrophilic or hydrophobic monomer component. 

[0100] Prefenred examples and particularly preferred examples of R^ in general formula (6) include those described 
with reference to R'* in general formula (1). 

[0101 ] Specif k: examples of the monomer represented by general formula (6) include those described with reference 
to general formula (1), and N-formylacrylamide and N-formylmethacrylamide. 

[0102] The hydrophilic or hydrophobic monomer to be additionally Incorporated as a copolymerizable component in 
the fourth aspect of the present invention cannot be unequivocally defined because it is hydrophilic or hydrophobic with 
respect to one monomer component represented by general formula (6). Beskles the monomer of general formula (6), 
acrylamide and methacrylamide, (meth)acrylk; ackl, etc. may be used as hydrophilic monomers and ester (meth)acr- 
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ylate, vinyl chloride, vinylidene chloride, and styrene may be used as hydrophobic monomers. 
[0103] The molecular weight of the polymer derivative of the fourth aspect of the present invention is not specifically 
limited. The polymer derivative shows little or no dependence of properties such as transition temperature on tiie 
molecular weight thereof. In practice, however, the weight-average molecular weight of the polymer derivative is nor- 
mally from about 1 0^ to 1 0^, preferably from about 1 0^ to 1 0^. 

[0104] The thermo-responslve polymer having a UCST preferably exhibits an upper critical solution temperature of 
from 0 to 50"C. particularly from 0 to 38^C. if rt is used as a separating agent. 

[0105] In tiie fourtii aspect of the present invention, the switching range of the ttiermo-responsive polymer (range of 
phase transition temperature) is preferably as narrow as possible. In accordance with the fourth aspect of tiie present 
invention, a tiiermo-responsive polymer having a practical switching range of not higher than lO^C can be obtained, 
[0106] The novel stimuli-responsive polymer derivative of tiie fourtii aspect of the present Invention is effective for the 
separation, fixing, calibration or cotM of substances which are desirably not to be in a high temperature atmosphere. 
It can be effectively applied to drug delivery system (DDS), various separating agents, catheter, artificial musde, chem- 
ovalve, etc. 

[0107] In particular, the stimuli-responsive polymer derivative of the present invention can contain a region having 
affinity for tiie target substance and a region showing tiie above described stimulation response to provide an effective 
stimuli-responsive separating material or chemical-releasing capsule. Chemical-releasing capsules are formulations 
which release a chemical enclosed therein controilably witii reversible swelling and shrinkage due to a temperature or 
pH change. These formulations have been spotiighted as intelligent formulations which can give a chemical in a 
required amount as necessary 

[01 08] The stimuli-responsive separating material and chemical-releasing capsule of the present invention may be in 
any embodiment normally used in the art. The target substance is not specifically limited, in practice, however, protein 
(e.g., enzyme, antibody molecular chaperon, biological product), glycoprotein, nucleic acid, cell, artificial cell, synthetic 
polymer, various chemicals (e.g.. carcinostatic such as adriamycin, taxol). etc. may be used. 
[0109] The separating material and chemical-releasing capsule of the present invention are materials having a region 
showing the above described stimulation response and a region having affinity for the target substance. The region 
showing a stimulation response may contain a substituent component represented by general formula (6). 
[01 1 0] Further, the thermo-responslve polymer of the fourtii aspect of the present invention, if incorporated in a chem- 
ical-releasing capsule, is preferably provided in the form of a thermo-responslve hydrogel containing at least one mon- 
omer component represented by general formula (6). at least one monomer component selected from acrylamide and 
methacrylamide, and a crossiinking agent as a copolymerizable component which is used as a chemical-releasing cap- 
sule. 

[01 1 1 ] As ttie above described crossiinking agent tiiere is preferably used a compound terminated by double bond at 
botii ends thereof. Examples of much a compound include N, N'-methylenebisacrylamide. divinylbenzene, divinylsul- 
fone. diallyl carbinol. divinylether. and 1 , 5-hexadiene. 

[01 12] A process for simply producing an N-acyl(meth)acrylamide derivative which can be used as a monomer of a 
stimuli-responsive polymer, a process for producing an intermediate tiiereof and an Intermediate tiius produced are 
described below. 

[01 1 3] To date, several methods for the synthesis of N-acyl(meth)acrylamide have been developed. However, these 
syntiiesis metiiods leave sometiiing to be desired in yield and productivity These syntiiesis methods and their problems 
will be described hereinafter. 

[01 1 4] The reaction of acrylamide and ketone gas as starting materials represented by the following reaction fbrnrtula 
(J. A. C. S.. vol. 23, pp. 915 - 916 (1958)) gives a good yield but requires tiie use of ketene gas. which is very toxic. 



[0115] The reaction of acrylamide and an acid anhydride as starting materials represented by tiie following reaction 
formula (JP-B-37-9212 (The term "JP-B** as used herein means an "examined Japanese patent publication")) produces 
Michael adducts besides N-acetylated conrpounds and thus gives a poor yield. 
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[0116] The reaction d acrylamide and an acid chloride represented Isy the tallowing reaction formula (U.S. Patent 
852,460) gives much by-products and hence a poor yield. 



0 



O O 



[0117] In order to solve the above desaibed problems, a simple production process which gives a good yield has 
been desired. 

[0118] As a result of the 6)ctensive studies made by the present inventors, simple production processes were found 
as described below. 

[01 1 9] That is, an N-acyl(meth)acrylamide derivative can be simply produced by reacting : 
an isocyanate represented by general formula (9): 




(9: 



wherein represents a hydrogen atom or a methyl group; and R2 and R3 each independently represents a hydro- 
gen atom or a C^.io straight-chain or branched aikyi group which may be halogenated; with 
an organic metal compound represented by the following general formula (10): 




(10) 



14 



EP0922 715A2 



wherein M represents an alkaline metal or a halogenated alkaline earth metal; the ring A represents a cyclohexane 
ring, cyclopentane ring, cyclopentadiene ring, pyridine ring, pyrimidine ring or benzene ring; n represents a positive 
number of from 0 to 4; and R4, R5 and Rg each independently represents a hydrogen atom, a C^iq optionally hal* 
ogenated straight-<:hain or branched alky! group or halogen atom directly connected to the ring A or M, with the pro- 
viso that if n is 0, R4 is neither a hydrogen atom nor a halogen atom, to thereby produce an N-acyl(meth)acryiamide 
derivative represented by general formula (1 1): 




(11) 



wherein R-i to Re, the ring A and n are as defined above can be simply produced. 

[0120] In other words, by using an Isocyanate represented by general formula (9) instead of the conventional acryla- 
mlde as a starting material and reating it with an organic metal reagent represented by general formula (10). the desired 
N-acyl(meth]acrylamjde derivative can be simply obtained in a high yield. 

[01 21 ] In the isocyanate represented by general formula (9), Ri to R3 preferably each represents a hydrogen atom or 
methyl group. 

[01 22] Isocyanates represented by general formula (9) and organic metal compounds represented by general formula 
(10) are all commercially available or may be easily produced from commercially available compounds by known meth- 
ods. 

[01 23] The solvent to be used in the above described production process is not specifically limited so far as it has no 
adverse effects on the reaction. Various solvents may be used so far as they do not react with a nudeophllic reagent. 
Such a solvent may be selected from aliphatic hydrocart)on solvents such as cyclohexane, hexane and heptane, aro- 
matic hydrocarbon solvents such as benzene and toluene, halogenated hydrocarbon solvents such as 1 , 2<iichlo- 
roethane, chloroform and carbon tetrachloride and ether solvents such as diethyl ether, dioxane and tetrahydrofurane 
(THF). These solvents may be used singly or in admixture. 

[0124] TI16 reaction is effected normally at a temperature of from •78*'C to TO'^C. preferably from ^""C to SS'^C. The 
reaction time Is not specifically limited. In practice, however, the reaction may be terminated when it ends in accordance 
with ordinary method. In general, the reaction time ranges from several minutes to 24 hours. 
[0125] The compound represented by general formula (11) obtained according to the present invention may be effec- 
tively used as a monomer component of stimuli-responsive polymer which swells or shrinks due to a temperature or pH 
change or an addition of a solvent or polymer such as plastic modifier optionally together with other copolymerizable 
components. Further, analogues of this compound may be used as herbicides (see LI.8. Patent 852,460). 

SYNTHESIS EXAMPLE 1-1 
Synthesis of N-acetyl methacrylamide: 

[01 26] 1 0 ml of methacroyi isocyanate was dissolved in 50 ml of THF in a flask. To the solution was then added drop- 
wise 35 ml of a 3 md/l THF solution of methyl magnesium bromide at a temperature of -20**C in an atmosphere of nitro- 
gen. After the termination of the dropwise addition, the mixture was then stirred at room temperature for 1 hour. To the 
mixture were then added 100 ml of a 2 N hydrochloric acid and 100 ml of ethyl acetate sequentially. The resulting 
organic phase was then washed twice with saturated brine. The solvent was then distilled off under reduced pressure. 
The residue thus obtained was then recrystallized from ethyl acetate to obtain 5.3 g of a colorless crystal (yield: 48%). 
NMR analysis gave a strong indication that the product is the desired compound. 
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COMPARATIVE SYNTHESIS EXAMPLE M 

Synthesis of N-acetyl methacrylamlde by conventional method: 

[0127] 23.7 g of acrylamide and 60 ml of triethylamine were dissolved in 1 00 ml of dichloromethane in a flask. To the 
solution was then added dropwise 276 g of acetyl chloride at a temperature of -SO'^C. After the termination of the drop- 
wise addition, the mixture was then stirred at a temperature of 0"C for 10 hours. Triethylamine hydrochloride thus pre- 
cipitated was then filtered off. The filtrate was then subjected to distillation under reduced pressure to remove the 
solvent therefrom. The residue thus obtained was then subjected to column chromatography with ethyl acetate as a 
developing solvent and silica gel as a fillet to obtain 1 .5 g of the desired conpound (yield: 4%). 

SYNTHESIS EXAMPLE 1-2 
Synthesis of N-benzoyI methacrylamide: 

[0128] 2 ml of methacroyi isocyanate was dissolved in 20 ml of THF in a flask. To the solution was then added drop- 
wise a 3 mol/l THF solution of phenyl lithium at a temperature of -20*C in an atmosphere of nitrogen. After the termina- 
tion of the dropwise addition, the mixture was then stinted at room temperature for 1 hour. To the mixture were then 
added 100 ml of a 2 N hydrochloric acid and 100 ml of ethyl acetate sequentially. The resulting organic phase was then 
washed twice with saturated brine. The solvent was then distilled off under reduced pressure. The residue thus 
obtained was then recrystailized from ethyl acetate to obtain 1.3 g of a colorless crystal (yield: 40%). 
[0129] NMR analysis gave a strong indication that the product is the desired compound. 

SYNTHESIS EXAMPLE 1-3 

Synthesis of other N-acyl(meth)acrylamide derivatives: 

[0130] The isocyanates represented by general formula (9) and the organic metal compound represented by general 
formula (10) set forth in the table below were reacted in the same manner as in Synthesis Example 1 -1 . As a result the 
desired compound (1 1) was obtained In a yield set forth in the table below. 



Table 1 



Compound of general 
formula (9) 


Compound of general formula (10) 




Phenyl lithium 


Ethyl magnesium bromide 


Propyl magnesium bromide 


Acroyt isocyanate 


55% 


45% 


43% 


Methacroyi isocyanate 


51% 


47% 


44% 



[0131] In accordance with the above described production process of the present invention, an N-acyl(meth)acryla- 
mide derivative which can be used as a monomer for a stimuli-responsive polymer or modifier or as a starting material 
of herbicide can be simply synthesized in a good yield. 
[01 32] Another production process is described below. 

[0133] "mat is. an N-acyI(metii)acrylamide derivative can be simply produced by reacting: 
an amide represented by the following general formula (12); 

R, 0 

R| (12) 



wherein represents a hydrogen atom or a metiiyl group: and R2 and R3 each independentiy represents a hydro- 
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gen atom or a C^.^q straight-chain or branched alkyi group which may be halogenated, with 
a compound represented by the following general formula (13): 

OCH, 
L^OCH, 

y\ /CHi (13) 

R. N 

I 

CHt 



wherein R4 represents a Cmo straight-chain or branched alkyI group or a C5.6 cyclic aikyi, aryl or heterocyclic 
group, each of which may be halogenated, to thereby produce an enamine compound represented by the following 
general formula (14): 




(14) 



wherein to R4 are as defined above; and then 

allowing the enamine compound to undergo hydrolysis under acidic conditions, to thereby produce an N- 
acyl(meth)acrylamide derivative represented by the following general formula (1 5): 



Ri O 0 
R, H 



wherein to R4 are as defined above. 

[0134] This process of the present invention is characterized by using an acrylamide as a starting material and react- 
ing it with a reagent represented by genera! formula (13) to produce a novel enamine represented by general formula 
(1 4). Further, in accordance with this process of the present invention, the enamine can be hydrolyzed under acidic con- 
ditions to simply produce the desired N-acyl(meth)acryiamide in a good yield. 

[0135] in the acrylamide represented by general formula (12). to each preferably represent a hydrogen atom 
or a methyl group. . 

[0136] In the reagent represented by general fonnula (13), R4 preferably represents a methyl group, ethyl group, trif- 
luoromethyl group, cyclohexyl group or phenyl group. 

[0137] Acrylamides represented by general fbnnula (12) and reagents represented by general formula (13) are all 
commercially available or may be easily produced from commercially available conpounds by known methods. 
[01 38] In the synthesis of an enamine at the first stage, the reaction can proceed without any solvent. However, some 
solvent is preferably used from the standpoint of operation efficiency and yield. The solvent employable herein is not 
specifically limited so far as it has no adverse effects on the reaction. Various solvents may be used. Such a solvent 
may be selected from aliphatic hydrocarbon solvents such as cyclohexane. hexane and heptane, aromatic hydrocarbon 
solvents such as benzene and toluene, halogenated hydrocarbon solvents such as 1 , 2-dichloroethan6. chloroform and 
carbon tetrachloride and ether solvents such as diethyl ether, dioxane and tetrahydrofurane (THF). These solvents may 
be used singly or in admixture. 

[01 39] The first stage of the reaction is effected normally at a temperature of from 0*»C to 200**C, preferably from 40*C 
to 80°C. The reaction time for the first stage is not specifically limited, tn practice, however, the reaction may be termi- 
nated when it ends in accordance with ordinary method. In general, the reaction time ranges from 30 minutes to 24 
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hours. 

[0140] The hydrolysis reaction at the second stage can proceed without any solvent. However, some solvent is pref- 
erably used from the standpoint of operation efficiency and yield. The solvent employable herein is not specifically lim- 
ited so far as it has no adverse effects on the reaction. A water-soluble solvent is preferably used. Examples of such a 
5 solvent include ether solvents such as dioxane and tetrahydrofurane (THF), alcohols such as methanol, ethanol, pro- 
panol and isopropanol and organic acids such as acetic acid and propionic add. These solvents may be used singly or 
in admixture. 

10141] As the acidic substance to be used in the hydrolysis reaction there may be used any acidic substance such as 
protonic acid, Lewis acid and organic acid without any restriction so far as it has no adverse effects on the reaction. 
10 Examples of such an acidic substance include hydrochloric acid, sulfuric acid, nitric acid, iron chloride, copper chloride, 
zinc chloride, acetic acid, propionic acid and trtfluoroacetic acid. These acidic substances may be used singly or In 
admixture. 

[0142] The reaction at the second stage is effected nonnally at a temperature of from C'C to 1 0O^C, preferably from 
10°C to 30°C. The reaction time for the second stage is not specifically limited. In practice, however, the reaction may 
15 be terminated when it ends In accordance with ordinary method. In general, the reaction time ranges from 30 minutes 
to 24 hours. 

[01 43] The compound represented by general fbrmula (1 5) obtained according to the present invention may be effec- 
tively used as a.monomer component of stimuli-responsive polymer which swells or shrinks due to a temperature or pH 
change or an addition of a solvent, or polymer such as plastic modifier optionally together witii other copolymerizable 
20 components. Further, analogues of this compound m^ be used as herbicides (see U.S. Patent 852,460}. 

SYNTHESIS EXAMPLE g-1 
Syntiiesis of N-acetyl acrylamide: 

25 

[0144] 31 g of acrylamide and 80 g of N.N<limetiiylacetamlde dimettiylacetal were dissolved In 200 ml of THF in a 
flask. The mixture was then stinted at a temperature of 65°C for 3 hours. The disappearance of the starting materials 
was tfien confirmed by gas chromatography. Thereafter, the solvent was distilled off by an evaporator. The initial distil- 
late was distilled off under reduced pressure to obtain 40 g of (N,N-dimetiiylacetamide)imine in the fonn of slightiy yel- 
30 lowed liquid. 

[0145] NMR analysis gave a strong Indication that ttie product is the above described imine substance, as follows. 
^H-NMR analysis: 62.25 (multi. 6H), 63.10 (s. 3H). 65.64 (multi. 1H). 66.27 (muW. 2H) 

55 [01461 The imine thus obtained was dissolved in a mixture of 200 ml of a 2 N hydrochloric acid and 40 ml of acetic 
acid, and then stirred at room temperature for 4 hours. The disappearance of the Imine as a starting material was tiien 
confirmed by gas chromatography Thereafter, to the solution were added 1 00 ml of water and 100 ml of ethyl acetate. 
The resulting organic phase was then washed witii an aqueous solution of sodium bicarbonate until it became neutral. 
The organic phase was then dried over magnesium sulfate. The aqueous phase was collected together, and then 

40 extracted with ethyl acetate. The resulting organic phase was washed with an aqueous solution of sodium bicarbonate 
until it became neutral, and then added to the first batch of organic phase which was then again dried. 
[0147] The solvent was then distilled off by an evaporator. The residue was tiien subjected to column chromatography 
witii silica gel produced by Merck and ethyl acetate as a developing solvent to remove unreacted acrylamide therefrom. 
The fraction thus obtained was concentrated, and then recrystallized twice from ethyl acetate to obtain 20 g of the 

45 desired compound having a purity of 99.6% in the form of white crystal (yield: 41%). 

[0148] NMR analysis gave a strong indication tfiat tiie product is N-acetyl acrylamide as follows: 

^H-NMR analysis: 52.47 (s. 3H). 65.89 (tri. 1H), 56.48 (d. 2H), 67.27 (s. 1H) 

50 COMPARATIVE SYNTHESIS EXAMPLE g-1 

Syntiiesis of N-acetyl acrylamide by conventional method: 

[0149] 23.7 g of acrylamide and 60 ml of triethylamine were dissolved in 1 00 ml of dichloromethane in a flask. To ttie 
55 solution was tfien added dropwise 27.6 g of acetyl chloride at a temperature of -30**C. After the termination of ttie drop- 
wise addition, the mixture was then stinred at a temperature of 0*C for 10 hours. Trietiiylamine hydrochloride tiius pre- 
cipitated was tiien filtered off. The filtrate was tiien subjected to distillation under reduced pressure to remove the 
solvent therefrom. The residue thus obtained was tiien subjected to column chromatography witii ethyl acetate as a 
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developing solvent and silica gel as a filler to obtain 1 .5 g of the desired compound (yield: 4%). 

SYNTHESIS EXAMPLE 2-2 

5 Synthesis of N-acetyl methacrylamide: 

[0150] 33 g of methaaylamide and 80 g off N.N-dimethylacetamide dimethylacetal were dissolved In 200 ml of THF 
in a flask. The mixture was then stinred at a tenperature of es^'C for 3 hours. The disappearance of the starting materi- 
als was then confirmed by gas chromatography. Thereafter, the solvent was distilled off by an e^porator. The Initial dis- 

10 tillate was distilled off under reduced pressure to obtain 50 g of (N,N-dimethylacetamide)imine substance in the form of 
slightly yellowed liquid. NMR analysis gave a strong indication that the product is the desired imine. 
[0151] The imine thus datained was dissolved in a mixture of 200 ml of a 2 N hydrochloric acid and 40 ml of acetic 
acid, and then stin'ed at room temperature for 4 hours. The disappearance of the imine as a starting material was then 
confirmed by gas chromatography. Thereafter, to the solution were added 100 ml of water and 100 mi of ethyl acetate. 

IS The resulting organic phase was then wash^ with an aqueous solution of sodium bicarbonate until it became neutral. 
The organic phase was then dried over magnesium sulfate. TTie aqueous phase was collected together, and then 
extracted with ethyl acetate. The resulting organic phase was washed with an aqueous solution of sodium bicart>onate 
until it became neutral, and then added to the first batch of organic phase which was then again dried. 
[01 52] The solvent was then distilled off by an evaporator. The residue was then subjected to column chromatography 

20 with silica gel produced by Merck and ethyl acetate as a developing solvent to remove unreacted methacrylamide there- 
from. The fraction thus obtained was concentrated, and then recrystallized twice from ethyl acetate to obtain 30 g of the 
desired compound having a purity of 99.8% in the form of white crystal (yield: 62%). 
[0153] NMR analysis gave a strong indication that the product is N-acetyl methacrylamide as follows: 

25 ^H-NMR analysis: S2.00 (multi. 3H), 52.50 (s. 3H), 55.66 (qur. 1 H), 55.96 (d. 1 H). 59.41 (br. s. 1 H) 

[0154] In accordance with the above desaibed production process of the present inverrtion, an N-acyl(meth)acryla- 
mide derivative which can be used as a monomer for a stimuli-responsive polymer or modifier or as a starting material 
of herbicide can be simply synthesized via a novel enamine in a high yield. 
30 [0155] The present invention described in greater detail with reference to the following Examples and comparative 
Examples, but the present invention should not be construed as being limited thereto. 
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EXAMPLE M 

Synthesis of N-acetyl (meth)acrylamide (Scheme a) 
5 [0156] 

fictifime a: 



10 



IS 



20 




25 

[0157] In an atmosphere of nitrogen gas. 30.5 g of acrylamide. 80 g of N.N-dimethytacetamide dimethylacetal and 400 
ml of THF were charged in a flask, and then stirred at a temperature of eS^'C for 3 hours, the reaction solution thus 
ok}tained was concentrated under reduced pressure. The residue was subjected to simple distillation under a pressure 

30 of 1 mmHg to obtain 45 g of an acroyilmide. The acroylimide thus obtained was dissolved In 1 00 ml of a 2 N hydrochloric 
acid, and then charged into a flask. To the solution was then added 20 mi of acetic ackj. The mixture was then stin-ed 
at room temperature for 4 hours. The reaction solution was then extracted with ethyl acetate. The resulting organic 
phase was then concentrated under reduced pressure. The residue was then subjected to column chromatography with 
ethyl acetate as a solvent The resulting fraction was then concentrated under reduced pressure. The residue was then 

35 reaystallized from ethyl acetate as a solvent to obtain 30 g of a white crystal. 

[0158] The above described synthesis procedure was followed except that 30.5 g of methacrylamide was used as a 

starting material. As a result. 32 g of the desired compound was obtained. 

[0159] NMR analysis gave a strong indication that the product is the desired compound. 

40 EXAMPInE 1-g 

Synthesis and physical properties of poly-N*acetyl acrylamide: 

[0160] In an atmosphere of nitrogen gas. 1 .0 g of N-acetyl acrytamkJe and 10 mg of AIBN were dissolved in ethanoi, 
46 and then charged Into a flask where it was then stirred at a tenperature of 75°C for 3 hours. The polymer thus precipi- 
tated was withdrawn by filtration, thoroughly washed with ethanoi. and then dried at room temperature under reduced 
pressure to obtain 850 mg of a white solid. 

[0161] 50 g of the polymer thus obtained was heated and dissolved in 5 ml of a 10% ethanoi solution, 20% ethanoi 
solution and 30% ethanoi solution, respectively, and then allowed to cool. In this manner, these polymer solutions were 

50 measured for transparent point upon heating in the form of uniform cloudy liquid. As a result, these polymer solutions 
showed a transparent point of 38.5''C, 39.4*»C and 41 .9°C, respectively After reaching the transparent point, these pol- 
ymer solutions were measured for cohesion temperature upon cooling. As a result, these polymer solutions were 
observed to show USCT at 44.7«C, 45.2*»C and 50.2*C. respectively These polymer solutions reversiWy underwent dis- 
solution and precipitation niany times at these temperatures. 

55 [0162] The measurement of transition temperature was effected as calculated in terms of visible light transmittance. 
[0163] The transition temperature range (temperature range required until the transmittance reached from 2% to 
100% upon heating or from 98% to 0% upon cooling) was as very narrow as from 2 to 6''C, though depending on the 
etiianol concentration. 
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Synthesis and physical properties of poty-N-acetyl methacrylamide: 

5 [0164] In an atmosphere of nitrogen gas, 1 .0 g of N-acetyl methacrylamide and 10 mg of AIBN were dissolved in eth- 
anol, and then charged into a flask where it was then stin'ed at a temperature of 75°C for 3 hours. The polymer thus 
precipitated was withdrawn by filtration, thoroughly washed with ethanol. and then dried at room tenperature under 
reduced pressure to obtain 81 0 mg of a white solid. 

[01 65] 50 mg of the polymer thus obtained was then cfissolved in 5 ml of a 1 N aqueous solution of sodium hydroxide. 
10 To the solution thus obtained was then added dropwise a 0.1 N hydrochloric acid. As a result, it was confirmed tliat the 
polymer thus obtained is a pH-responsive polymer which repeatedly undergoes dissolution at a pH value of not less 
than 1 0.3 and precipitation at a pH value of not more than 1 0.3. 

EXAMPLE H 

IS 

Syntiiesis and physical properties of N-acetyl methacrylamide and N-isopropyl acrylamide copolymer: 

[01 66] In an atmosphere of nitrogen gas. 1 .0 g of N-acetyl metttacrylamide, 1 .0 g of N-isopropyl acrylamide and 1 0 
mg of AIBN were dissolved in ethanol, and then charged into a flask where it was then stirred at a temperature of TS'^C 
20 for 3 hours. The polymer thus predpitated was withdrawn by filtration, thoroughly washed with ethanol, and then dried 
at room temperature under reduced pressure to obtain 1.1 g of a white solid. 

[0167] 50 mg of the polymer thus obtained was dissolved In 5 ml of a buffer having pH 1 , buffer having pH 5, buffer 
having pH 7, buffer having pH 10 and buffer having pH 12. respectively. In this manner, tiiese polymer solutions were 
measured for its LOST As a result, tiiese polymer solutions showed LCSTs of 52*C. 48"C. 48**C. 35*C and 32*C. 
25 respectively The transition temperature range (temperature range required until tiie transmittance reached from 98% 
to 0%) was as very sharp as from 1 .5 to 6*C. tiiough depending on pH. 

COMPARATIVE EXAMPLE 1-1 

30 Synthesis and physical properties of poly-N-isopropyl acrylamide (PNIPAM); 

[01 68] In an atmosphere of nitrogen gas, 1 .0 g of N-isopropyl acrylamide and 5 mg of AIBN were dissolved in ethylene 
glycol dimetiiyl etiier, and then charged into a flask where it was then stirred at a temperature of TS^'C for 3 hours. The 
reaction solution thus obtained was then reprecipitated from a 10/1 mixture off cyclohexane and ettiyl acetate to obtain 
35 0.6 g of a white solid. 

[0169] 50 mg of the polymer thus obtained was dissolved in 5 ml of a buffer having pH 1, buffer having pH 5. buffer 
having pH 7. buffer having pH 10 and buffer having pH 12, respectively In this manner, tiiese polymer solutions were 
measured for its LOST. As a result, these polymer solutions were confirmed to show little or no dependence of tiie LOST 
on pH and exhibit an LOST of about 30**C. 

40 
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EXAMPLE 1-5 

Synthesis of trifluoroethyl N-methacrpylcarbamate (Scheme b): 
[0170] 




[0171] 4 m! of methacroyi Isocyanate was dissolved in 50 ml of THF In a flask To the solution was then added drop- 
wise 10 nil of 2, 2. 2-trifluoroethanoI at a temperature of -40'*C in an atmosphere of nitrogen. After the termination of the 
dropwise addition, the mixture was then stirred at room temperature for 1 hour. The solvent was then distilled off under 
reduced pressure. The residue was then subjected to silica gel column chromatography with ethyl acetate as a devel- 
oping solvent. The fraction thus obtained was concentrated, and then recrystallized from ethyl acetate as a solvent to 
obtain 4.0 g of a white crystal. 

[0172] NMR analysis gave a strong indication that the product is the desired compound as follows. 
NMR analysis: S2.00 (s, 3H). 64.52 (qr. 3H), 55.65 {s, 1H). 65.96 (s. 1H). 58.68 (s. 1H) 

EXAMPLE 1-6 

Synthesis and physical properties of trifluoroethyl poly-N-methacroylcarbamate; 

[0173] In an atmosphere of nitrogen gas. 1 .0 g of trifluoroethyl N-methacroycarbamate and 1 0 mg of AIBN were dis- 
solved in ethanol. and then charged into a flask where it was then stirred at a temperature of 75^*0 for 3 hours. The pol- 
ymer thus precipitated was withdrawn by filtration, thoroughly washed with ethanol. and then dried at room temperature 
under reduced pressure to obtain 520 mg of a white solid. 

[0174] 50 mg of the polymer thus obtained was then dissolved in 5 ml of a 1 N aqueous solution of sodium hydroxide. 
To the solution thus obtained was then added dropwise a 0.1 N hydrochloric add. As a result, it was confirmed that the 
polymer thus obtained Is a pH-responsive polymer which repeatedly undergoes dissolution at a pH value of not less 
than 10.5 and precipitation at a pH value of not more than 10.5. 
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EXAMPLE 1-7 

Synthesis of N-methacroyl-N-methylurea (Scheme c): 
s 10175] 

cirhpme g! 

10 

methyl amine 

/THP 0 0 



20 

[01 76] 1 5 ml of methacrpyl isocyanate was dissolved in 1 00 ml of THF in a flask. To the solution was then added drop- 
wise 1 00 ml of a 2 mol/l THF solution of methylamine at a temperature of -40^C In an atmosphere of nitrogen. After the 
termination of the dropwise addition, the mixture was then stirred at room temperature for 1 hour. The solvent was then 
distilled off under reduced pressure. The residue was then subjected to silica gel column chromatography with ethyl 
^ acetate as a developing solvent. The fraction thus obtained was concentrated, and then recrystaliized from a 10/1 mix- 
ture of ethyl acetate and ethanol as a solvent to obtain 12 g of a white crystal. NMR analysis gave a strong indication 
that the product is the desired compound. 

EXAMPLE 1-8 

30 

Synthesis and physical properties of poly-N-methacrpyl-N-methylurea: 

[0177] In an atmosphere of nitrogen gas. 1.0 g of N-methacroyl-N-methylurea and 10 mg of AIBN were dissolved In 
ethanol. and then charged Into a flask where It was then stinred at a tenperature of 75^C for 3 hours. The polymer thus 
35 precipitated was withdrawn by filtration, thoroughly washed with ethanol, and then dried at room temperature under 
reduced pressure to obtain 880 mg of a white solid. 

[01 78] 50 mg of the polymer thus obtained was then dissolved in 5 ml of a 1 N aqueous solution of sodium hydroxide. 
To the solution thus obtained was then added dropwise a 0.1 N hydrochloric acid. As a result, it was confirmed that the 
polymer thus obtained is a pH-responslve polymer which repeatedly undergoes dissolution at a pH value of not less 
40 than 1 2. 1 and precipitation at a pH value of not more than 12.1. 

EXAMPLE 1-9 

Preparation of Immunoglobulin G-separating adsorptive material: 

45 

[0179] The separation of immunoglotxjiin G as target substance was examined using a stimuli-responsive polymer 
and a protein. As the stimuli-responsive polymer there was used a poly-N-acetyl acrylamide. As the protein there was 
used Protein A having a specific affinity. 

[01 80] 1 g of N-acryloxy succinlmlde and 20 g of N-acetyt acrylamide were then subjected to polymerization wrth AIBN 
so as an initiator and ethylene glycol dimethyl ether as a solvent at a temperature of 70°C for 3 hours. The solid thus pre- 
cipitated was withdrawn by filtration, thoroughly washed with acetone, and then dried under reduced pressure to obtain 
18 g of a copolymer. 

[0181] The copolymer thus obtained and 5 g of Protein A were dissolved in 500 ml of distilled water at a temperature 
of 37*0. and then stirred for 12 hours. After the termination of the reaction, to the solution was added 10 ml of etiianol. 
55 The temperature of the aqueous solution was adjusted to 1 5**C. As a result, a copolymer containing Protein A was pre- 
cipitated. The copolymer thus obtained was withdrawn by filtration, and then thoroughly rinsed with S'^C distilled water 
to obtain a stimuli-responsive separating material containing Protein A. 

[0182] In an atmosphere of nif ogen, 5 g of the stimuli-responsive separating material thus obtained was dissolved in 
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1,000 ml of a 5% aqueous solution of mouse blood plasma at a temperature of Z^^C, and then stirred for 20 minutes. 
To the solution was then added 20 ml of ethanol. The solution was then cooled to a temperature of lO^C to cause pre- 
cipitation. The precipitate thus obtained was then rinsed with saturated brine. The wash water was then analyzed by 
high-perfbrmance liquid chromatography. As a result, it was confirmed that immunoglobulin Q having a purity of 92% 
5 had been obtained. 

[0183] In accordance with the first aspect of the present invention, a stimuli-responsive polymer which exhibits an 
upper critical solution temperature (UCST) or a stimuli-responsive polymer which undergoes reversible dissolution and 
precipitation depending on the hydrogen ion concentration or an addition of solvent can be obtained. 
[0184] Further, the use of the above described stimuli-responsive polymer makes it possible to obtain an excellent 
10 stimuli-responsive separating material particularly effective for the separation of a target substance which is desirably 
not to be in a high temperature atmosphere. 

EXA MP|-E g- 1 

IS Synthesis and physical properties of copolymer of N-acetyl acryfamide with N-isopropyl acrylamide: 

[0185] 1 .0 g of N-acetyl acrylamide and 200 mg of N-isopropyl acrylamide were dissolved in 5 ml of ethanol in a three- 
necked flask To the solution was then added 5 mg of AIBN. The mixture was then stirred at a temperature of lO^C for 
4 hours. The polymer thus precipitated was washed with ethanol, and then thoroughly dried under reduced pressure to 

20 obtain 780 mg of a copolymer (weight-average molecular weight: about 7,000), 

[0186] 25 mg of the copolymer thus obtained was then dissolved in 5 ml of a 1 5% aqueous solution of ethanol. The 
copolymer solution was then measured for upper critical solution temperature (UCS'O. As a result, it was 5*^0. The 
same sample was then measured for lower critical solution temperature (LOST). As a result, it was SS^'C. 
[0187] The upper critical solution temperature (UCST) and the lower critical solution temperature (LOST) were deter- 

25 mined as calculated in terms of visible light transmittance. 

COMPARATIVE EXAMPLE 2-1 

Synthesis and physical properties of poly-N-isopropyl acrylamide (PNIPAM): 

30 

[0188] In an atmosphere of nitrogen gas, 1 .0 g of N-isopropyl acrylamide and 5 mg of AIBN were dissolved in ethylene 
glycol dimethyl ether, and then charged into a flask where it was then stirred at a temperature of 75''C for 3 hours. The 
reaction solution thus obtained was then repreciphated from a 10/1 mixture of cyclohexane and ethyl acetate to obtain 
0.6 g of a white solid. 

35 [0189] 50 mg of the polymer thus obtained was then dissolved In 5 ml of distilled water. The polymer solution was then 
measured for lower critical solutiori temperature (LCST). As a result, it was about SO^'C. The aqueous solution was then 
allowed to stand at a tenrperature of I'^C for 1 week. As a result, no polymers were observed precipitated. This demon- 
strates that the polym^ has no upper critical solution temperature (UCST). 

[0190] In accordance with the second aspect of the present Invention, a thermo-responsive polymer having an upper 
40 critical solution temperature (UCST) and a lower critical solution temperature (LCST) can be obtained. The thermo- 
responsive polymer of the present invention is particularly useful for the separation, purification, fixing, calibration or 
control of substances the working temperature of which can hardly be predetermined (protein such as biological prod- 
uct enzyme and antibody) or can be effectively used for chemovalve, etc. 

45 EXAMPLE 3-2 

Synthesis and physical properties of 1 : 1 copolymer of N-acetyl acrylamide and N-acetyl metiiacrylamide: 

[0191] In an atmosphere of nitrogen gas. 1.1 g of N-acetyl aaylamide, 1.2 g of N-acetyl metiiacrylamide and 5 mg of 
50 AIBN were dissolved in 1 0 ml of dimethyl sulfoxide, and then charged In a flask where it was then stirred at a tenpera- 
ture of 75''C for 3 hours. 200 ml of ethanol and a stirrer ware then put in a beaker. To ethanol was then gradually added 
dropwise the above described reaction solution witii vigorous stirring by a magnetic stirrer. The mixture was tiien stirred 
for 2 hours. The resulting precipitate was withdrawn by filtration, thoroughly washed with ethanol, and then dried at 
room temperature under reduced pressure to obtain 2.0 g of a white solid. The white solid had a weight-average molec- 
55 ular weight of about 7,000. 

[0192] 25 mg of the polymer tiius obtained was then dissolved in 5 ml of distilled water. The polymer solution was then 
measured for lower critical solution temperature (LCST). As a result, it was 53"C. Furtiier, the polymer solution showed 
a transition temperature range as very sharp as 4''C. 
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[01 93] Similarly, 25 mg of the same polymer was dissolved in a 0.01 N aqueous solution of caustic soda. The polymer 
solution was then measured for lower critical solution temperature (LCST). As a result, it was 66*C. 
[0194] Similarly. 25 mg of the same polymer was dissolved in a 0.1 N aqueous solution of caustic soda. The polymer 
solution was then measured for lower critical solution temperature (LCST). As a result, the turt>id point disappeared. 
5 [0195] Similarly, 25 mg of the same polymer was dissolved in a 25% aqueous solution of ethanol. The polymer solu- 
tion was then measured for lower critical solution temperature (LCST). As a result, the lower critical solution tempera- 
ture (LCST) disappeared, and an upper critical solution temperature (UCST) was observed at a temperature of 50*'C. 
[0196] The polymer reversibly undenivent dissolution and precipitation at this point many times. The transition temper- 
ature was measured as calculated In terms of visible light transmlttance. 

10 

EXAMPLE 3-3 

Synthesis and physical properties of 1 : 4 copolymer of N-acetyl acrytamide and N-acetyl methacrylamide: 

IS [0197] In an atmosphere of n'rtrogen gas, 1 .1 g of N-acetyl acrylamide, 4.8 g of N-acetyl methacrylamide and 5 mg of 
AIBN were dissolved in 20 ml of dimethyl sulfoxide, and then charged in a flask where it was then stin'ed at a tempera- 
ture of 75''C for 3 hours. 500 ml of ethanol and a stiner were then put in a beaker. To ethanol was then gradually added 
dropwise the above described reaction solution with vigorous stirring by a magnetic stin-er. The mixture was then stin-ed 
for 2 hours. The resulting precipitate was withdrawn by filtration, thoroughly washed with ethanol, and then dried at 

20 room temperature under reduced pressure to obtain 5.5 g of a white solid. 

[01 98] 25 mg of the polymer thus obtained was then dissolved in 5 ml of distilled water. The polymer solution was then 
measured for lower critical solution temperature (LOST). As a result, it was IS^'C. Further, the polymer solution showed 
a transition tenrperature range as very sharp as 8*^0. 

[0199] Similarly. 25 mg of the same polymer was dissolved in a 0.1 N aqueous solution of caustic soda and a 0.01 N 
25 aqueous solution of caustic soda, respectively. The polymer solutions were then measured for lower critical solution 
temperature (LCST). As a result, the turbid point disappeared. 

[0200] The polymer reversibly undeoA^ent dissolution and precipitation at tills point many times. The transition temper- 
ature was measured as calculated in terms of visible light transmlttance. 

30 EXAMPLE 3-4 

Syntiiesis and physical properties of 2 : 3 oopotymer of N-acetyl acrylamide and N-acetyl metiiaaylamlde: 

[0201 ] In an atmosphere of nitrogen gas. 2.2 g of N-acetyl acrylamide, 2.4 g of N-acetyl metiiacrylamide and 5 mg of 
35 AIBN were dissolved in 20 mi of dimethyl sulfoxide, and tiien charged in a flask where it was then stirred at a tempera- 
ture of 75'*C for 3 hours. 400.ml of etiianol and a stin-er were then put in a beaker. To ethanol was then gradually added 
dropwise the above described reaction solution with vigorous stirring by a magnetic stiner The mixture was ttien stirred 
for 2 hours. The resulting precipitate was witiidrawn by filtration, tiioroughly washed witii ethanol. and then dried at 
room temperature under reduced pressure to obtain 4.2 g of a white solid. 
40 [0202] 25 mg of tiie polymer tiius obtained was then dissolved in 5 ml of distilled water. The polymer solution was then 
measured for lower critical solution temperature (LCST). As a result, it was 23''C. Furtiier, the polymer solution showed 
a transition temperature range as very sharp as 5°C. 

[0203] Similarly. 25 mg of the same polymer was dissolved in 5 ml of a 0.01 N hydrochloric acid. The polymer solution 
was then measured for lower critical solution temperature (LCST). As a result, it was 25^*0. Furtiier, the polymer solution 

45 showed a transition temperature range as very sharp as 4''C. 

[0204] Similarly, 25 mg of the same polymer was dissolved in a 0.01 N aqueous solution of caustic soda. The polymer 
solution was then measured for lower critical solution temperature (LCST). As a result, it was 68''C. 
[0205] Similarly. 25 mg of the same polymer was dissolved in a 25% aqueous solution of caustic soda. The polymer 
solution was then measured for lower critical solution temperature (LCST). As a result, tiie turbid point disappeared. 

50 [0206] Similarly, 25 mg of the same polymer was dissolved in a 30% aqueous solution of ethanol. The polymer solu- 
tion was then measured for lower critical solution temperature (LCST). As a result, the lower critical solution tempera- 
ture (LCST) disappeared, and an upper critical solution temperature (UCST) was obsen^ed at a temperature of 63°C. 
[0207] The polymer reversibly underwent dissolution and precipitation at this point many times. The trans'rtion temper- 
ature was measured as calculated in terms of visible light transmlttance. 

55 
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COMPARATIVE EXAMPLE 3-1 

Synthesis and physical properties of poly-N-isopropyl acrylamkje (PNIPAM): 

10208] In an atmosphere of nitrogen gas, 1 .0 g of N-isopropyl acrylamide and 5 mg of AIBN were dissolved in 5 ml of 
ethylene glycol dimethyl ether, and then charged in a flask where it was then stirred at a temperature of 75*0 for 3 
hours. The resulting reaction solution was then recrystallized from a 10/1 mixture of cyclohexane and ethyl acetate to 
obtain 0.6 g of a white solid. 

[0209] 25 mg of the polymer thus obtained was then dissolved in 5 ml of distilled water, a 0.01 N hydrochloric add, a 
0.01 N aqueous solution of caustic soda and a 0.1 N aqueous solution of caustic soda. The polymer solution was then 
measured for lower critical solution temperature (LCST). As a result, these polymer solutions showed little or no 
dependence of the LCST on pH and a lower critical solution temperature (LOST) of about 30''C. 
[021 0] 25 mg of the polymer was dissolved in a 20% aqueous solution of ethanoi. The polymer solution thus obtained 
was then measured for turbid point. As a result, the polymer solution showed a lower critical solution temperature 
(LCST) at a temperature of IS^'C but showed no upper critical solution temperature (UCST). 
[0211] In accordance with the third aspect of the present invention, a stimuli-responsive polymer which can switch 
between lower critical solution temperature (LCST) and upper critical solution temperature (UCST) or allow individual 
occurrence of reversible dissolution and precipitation in a single compound depending on the hydrogen ion concentra- 
tion can be obtained. The stimuli-responsive polymer of the present invention is particularly useful for the separation, 
purification, fixing, calibration or control of substances the working temperature of which can hardly be predetemiined 
(protein such as biological product, enzyme and antibody) or can be effectively used for chemovalve. etc. 

EXAMPLE 4-1 

Synthesis and physical properties of 1 : 12 copolymer of N-acetyl acrylamide and acrylamide: 

[0212] In an atmosphere of nitrogen gas, 100 mg of N-acetyl acrylantide. 1.2 g of acrylamide and 5 mg of AIBN were 
dissolved in 10 ml of dimethyl sulfoxide, and then charged in a flask where it was then stirred at a temperature of 75**C 
for 3 hours. 200 ml of ethanoi and a stirrer were then put in a beaker. To ethanoi was then gradually added dropwise 
the above described reaction solution with vigorous stirring by a magnetic stirrer. The mixture was then stirred for 2 
hours. The resulting precipitate was withdrawn by filtration, thoroughly washed with ethanoi. and then dried at room 
temperature under reduced pressure to obtain 900 mg of a white solid. 

[021 3] 25 mg of the polymer thus obtained was then dissolved in 5 ml of distilled water. The polymer solution was then 
measured for upper aiticaJ solution temperature (UCST). As a result, it was 24*'C. The polymer reversibly undenwent 
dissolution and precipitation at this point nrtany times. 

EXAMPLE 4-2 

Synthesis and physical properties of 1 : 1 1 copolymer of N-acetyl acrylamide and acrylamide: 

[0214] The procedure of polymerization reaction and purification of Example 1 was followed except that 1 00 mg of N- 
acetyl acrylamide. 1 . 1 g of acrylamide and 5 mg of AIBN were dissolved in 10 ml of dimethyl sulfoxkie which was then 
charged in a flask. As a result 850 mg of a white solid was obtained. 

[0215] 25 mg of the polymer thus obtained was then dissolved in 5 ml of distilled water. The solution thus obtained 
was then measured for upper critical solution temperature (UCST). As a result, it was 12'C. The polymer reversibly 
undenwent dissolution and precipitation at this point many times. 

EXAMPLE 4-a 

Synthesis and physical properties of 1 : 9 copolymer of N-acetyl aaylamide and acrylamide: 

[021 6] The procedure of polymerization reaction and purification off Example 1 was followed except that 100 mg of N- 
acetyi acrylamide, 900 mg of acrylamide and 5 mg of AIBN were dissolved in 1 0 ml of dimethyl sulfoxide which was then 
charged in a flask. As a result 820 mg of a white solid was obtained. 

[0217] 25 mg of the polymer thus obtained was then dissolved in 5 ml of distilled water. The solution thus obtained 
was then measured for upper critical solution temperature (UCST). As a result, it was 4*»C. The polymer reversibly 
undenwent dissolution and precipitation at this point many times. 
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EXAMPLE 4-4 

Synthesis and physical properties of 1 : 12 oopoiymer of N-acetyl acrylamide and methacrylamide: 

5 [021 8] The procedure of polymerization reaction and purification of Example 1 was followed except that 1 00 mg of N- 
acetyl acrylamide, 1 .2 g of methacrylamide and 5 mg of AIBN were dissolved in 10 ml of dimethyl sulfoxide which was 
then charged in a flask. As a result, 880 mg of a white solid was obtained. 

[0219] 25 mg of the polymer thus obtained was then dissolved In 5 ml of distilled water. The solution thus obtained 
was then measured for i^sper critical solution temperature (UCST). As a result it was 21 ''C. The polymer reversibly 
10 underwent dissolution and precipitation at this point many times. 

gXAMPUE4-5 

Syntiiesis and physical properties of 1 : 1 1 copolymer of N-acetyl acrylamide and methacrylamide: 

IS 

[0220] The procedure of polymerization reaction and purification of Example 1 was followed except that 1 00 mg of N- 
acetyl acrylamide, 1 .1 g of methacrylamide and 5 mg of AIBN were dissolved in 10 ml of dimethyl sulfoxide which was 
then charged in a flask. As a result, 880 mg of a white solid was obtained. 

[0221] 25 mg of tiie polymer tiius obtained was then dissolved in 5 ml of distilled water. The solution tiius obtained 
20 was then measured for upper critical solution temperature (UCST). As a result it was 45''C. The polymer reversibly 
undenwent dissolution and precipitation at this point many times. 

EXAMPI^ 4-6 

25 Syntiiesis and physical properties of 1 : 10 oopoiymer of N-acetyl acrylamide and methacrylamide: 

[0222] The procedure of polymerization reaction and purification of Example 1 was followed exc^t that 1 00 mg of N- 
acetyl aaylamide. 1.0 g of methacrylamide and 5 mg of AIBN were dissolved in 10 ml of dimetfiyl sulfoxide which was 
then charged in a flask. As a result, 880 mg of a white solid was obtained. 
30 [0223] 25 mg of the polymer thus obtained was then dissolved in 5 ml of distilled water. The solution thus obtained 
was tiien measured for upper critical solution temperature (UCST). As a result, it was 55''C. The polymer reversibly 
undenvent dissolution and precipitation at this point many times. 

[0224] The measurement of tiie transition temperature of the samples of Examples 1 to 6 were all effected as calcu- 
lated in terms of visible light transmittance. Furtiier, all these copolymers repeatedly undennrent reversible dissolution 
35 and precipitation even in physiological saline, tiiough showing slightly different upper critical solution temperatures 

(UCST). 

EXAMPLE 4-7 

40 Syntiiesis and separating properties of 1 : 8 copolymer of N-acetyl metiiacrylamide and metiiacrylamide having bitiiion 
fixed therein: 

[0225] 1 00 mg of an acrylic acid ester represented by the following general formula d. 1 00 mg of N-acetyl acrylamide, 
1 .2 g of methacrylamide and 5 mg of AIBN were dissolved in 10 ml of dimetiryl sulfoxide, and then charged in a flask 
45 where it was then subjected to polymerization reaction and purification under the same conditions as mentioned above 
to obtain 760 mg of a white solid. 

[0226] 35''C of the polymer tiius obtained was dissolved in an aqueous solution containing 10 mg of aude avidin 
(purity: 85% as determined by high-performance liquid chromatography), and tiien cooled to 5°C. Ihe resulting precip- 
itate was withdrawn by filtration, washed with S^'C 10% brine, and tiien filtered. The resulting filtrate was dialyzed 
so through a dialysis tube, and ttien lyophilized to obtain 2 mg of avidin. The purity of avidin ttius obtained was analyzed 
by high-performance liquid chromatography As a result, it was 99.8%. 



55 
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EXAMPLE 4-8 
Chemical-releasing capsule: 

20 [0227] 100 mg of N-acetyl acrylamide, 1.1 g of methacryiamlde, 30 mg of N, N'-methylene bisacrylamide and 5 mg 
of ammonium persulfate were dissolved in 10 ml of distilled water. The solution was then reacted at a temperature of 
10°C to prepare a gel. 

[0228] The gel thus prepared was then allowed to swell in 42''C physiological saline. To the gel was then added an 
aqueous solution of taxol. In this manner, taxol was allowed to permeate into the gel overnight. Thereafter, the system 
25 was cooled to a tennperature of lO^'C. The gel was withdrawn, thoroughly washed with a low temperature saline, and 
then dipped in SS^'C physiological saline for 1 hour. The saline was then analyzed by high-performance liquid chroma- 
tography. As a result, taxol was confirmed released. Further, the gel was dipped in 1 0^C physiological saline. The saline 
was then analyzed by high-performance liquid chromatography. The release of the chemical was suspended. Thus, no 
taxol was identified. 

30 [0229] In accordance with the fourth aspect of the present invention, a thermo-responsive polymer which exhibits an 
upper critical solution temperature (UCST) in an aqueous solution, particularly in physiological saline, can be obtained. 
The thermo-responsive polymer of the present invention is particularly useful for the separation, purification, fixing, cal- 
ibration or control of substances the working temperature of which can hardly be predetermined (protein such as bio- 
logical product, enzyme and antibody) or can be effectively used for chemovalve, etc. 

35 [0230] While the Invention has been described in detail and with reference to specific examples thereof, it will be 
apparent to one skilled in the art that various changes and modifications can be made therein without departing from 
the spirit and scope thereof. 

Claims 

40 

1 . A stimuli-responsive polymer derivative utilizing keto-enoi tautomerization. 

2. The stimuli-responsive polymer derivative according to claim 1 , which undergoes phase transition by a change in 
hydrogen ion concentration or an addition of an organic solvent. 

45 

3. The stimuli-responsive polymer derivative according to claim 1 . which comprises a polymerizable monomer com- 
ponent represented by the following general formula (1): 



50 



55 




R' 
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wherein represents a hydrogen atom or a C^.^q straight-chain, branched or cyclic alkyi, alkoxyi, alkylamino, aryl 
or heterocyclic group which may be halogenated; represents a single bond or a C1.4 straight-chain or branched 
alkylene group which may be halogenated; R^. and R^ each independently represents a hydrogen atom or a 
methyl group; and X arid X' each independently represents an oxygen atom, sulfur atom, selenium atom or tellu* 
rlum atom. 

4. The stimuli-responsive polymer derivative according to claim 2. which comprises a potymerlzable monomer com- 
ponent represented by the following general formula (1): 



wherein R^ represents a hydrogen atom or a Cmo straight-chain, branched or cyclic alkyl. alkoxyl, alkylamino. aryl 
or heterocyclic group which may be halogenated; R^ represents a single bond or a 0^4 straight-chain or branched 
alkylene group which may be halogenated; R^. R^ and R^ each independently represents a hydrogen atom or a 
methyl group; and X and X' each independently represents an oxygen atom, sulfur atom, selenium atom or tellu- 
rium atom. 

5. A thermo-re^sonslve copolymer derivative having a lower critical solution temperature and an upper critical solution 
temperature, which comprises at least one monomer component having a lower critical solution temperature and 
at least one monomer component having an upper critical solution tenperature. 

6. The thermo-responsive copolymer derivative according to claim 5, wherein said monomer component having a 
lower critical solution tenperature is at least one monomer component selected from monomers represented by 
the following general fomiulae (2) to (5): 




(I) 
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0 




(2) 



R' R' 




wherein R** represents a hydrogen atom or a methyl group; and R^ each independently represents a hydrogen 
atom or a C^.io straight-chain, branched or cyclic alkyl. alKoxyl. alkylamlno. aryl or heterocyclic group which may 
be halogenated; represents a C^to straight-chain, branched or cyclic alkyi or alMakaxyl group which may be 
halogenated; R^ represents a C1.10 straight-chain, branched or cyclic alkyi, alkoxyj, alkylamlno, aryl or heterocyclic 
group which may be halogenated; and n represents an integer of 4 or 5. 

The thermo-responsive copolymer derivative according to claim 5, wherein said monomer component having an 
upper critical solution temperature is at least one monomer component represented by the following general for- 
mula (1): 




R' 

wherein R^ represents a hydrogen atom or a C^io straight-chain, branched or cyclic alkyl. aikoxyl. alkylamino. aryl 
or heterocyclic group which may be halogenated; R^ represents a single bond or a C^^ straight-chain or branched 
alkylene group which may be halogenated; R^, R^ arxJ R^ each independently represents a hydrogen atom or a 
methyl group; and X and each independently represents an oxygen atom, sulfur atom, selenium atom or tellu- 
rium atom. 

The thermo-responsive copolymer derivative according to claim 6. wherein said monomer component having an 
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upper critical solution temperature is at least one monomer component represented by the fbllcwing general for- 
mula (1): 




wherein represents a hydrogen atom or a C^.^o straight-chain, branched or cyclic alkyi, alkoxyl. alkylamino, aryl 
or heterocyclic group which may be halogenated; represents a single bond or a C1.4 straight-chain or branched 
alkylene group which may be halogenated; R^. R"* and R^ each independently represents a hydrogen atom or a 
methyl group; and X and X' each independently represents an oxygen atom, sulfur atom, selenium atom or tellu- 
rium atom. 

9. A composite stimuli-responsive polymer derivative having a lower critical solution tenperature, oonTprising at least 
one monomer component represented by the following general formula (6): 

0 0 
R* H 



wherein R^ represents a hydrogen atom or a C^iq straight-chain, branched or cyclic alkyI, altaxyl, alkylamino, aryl 
or heterocyclic group which may be halogenated; and R^ represents a hydrogen atom or a methyl group. 

10. A thermo-responsive polymer derivative having an upper critical solution temperature in an aqueous solution, 
which comprises: 

at least one monomer component represented by the following general fbrnuila (6): 



0 0 




R* H 



wherein represents a hydrogen atom or a C^o straight-chain, branched or cyclic aikyi, alkoxyl. alkylamino. 
aryl or heterocyclic group which may be halogenated; and R® represents a hydrogen atom or a methyl group; 
and 

at least one monomer component selected from acrylamide and methacrylamide. 

11. The thermo-responsive polymer derivative according to claim 10, wherein the charged amount of said monomer 
r^resented by general fonnula (6) is from 0. 1 to 1 00% by weight based on the weight of acrylamide and methacr- 
ylamide. 

12. A thermo-responsive hydrogel comprising: 
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at least one monomer component represented by the following general formula (6): 




wherein represents a hydrogen atom or a C^.^q straight-chain, branched or cyclic alkyl. alkoxyl, alkylamino, 
aryl or heterocyclic group which may be halogenated; and represents a hydrogen atom or a methyl group; 
at least one monomer component selected from acrylamide and m^hacrylamide; and 
a crosslinking agent 

13. A chemical-releasing capsule comprising a thermo-responsive hydrogei according to claim 10. 

14. The responsive polymer derivative according to any one of claims 1 to 1 1 , further comprising a hydrophiiic or hydro- 
phobic monomer as a copolymerlzable component. 

15. A process for producing an N-acyl(meth)acrylamide derivative, which comprises: 

reacting: 

an isocyanate represented by the following general formula (9): 




wherein R^ represents a hydrogen atom or a methyl group; and R2 and R3 each independently represents 
a hydrogen atom or a C^.^o straight-chain or branched atkyi group which may be halogenated; with 
an organic metal compound represented by the following general formula (10): 




wherein M represents an alicaline metal or a halogenated alkaline earth metal; the ring A represents a 
cyclohexane ring, cydopentane ring, cyclopentadiene ring, pyridine ring, pyrimidine ring or benzene ring; 
n represents a positive number of from 0 to 4: and R4, R5 and Re each independently represents a hydro- 
gen atom, a C1.-10 optionally halogenated straight-chain or branched alkyl group or halogen atom directly 
connected to the ring A or with the proviso that if n is 0, R4 is neither a hydrogen atom nor a halogen 
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atom, 

to thereby produce an N-acyl(meth)acrylamide derivative represented by general formula (1 1): 



■ 'V'- 



(11) 



wherein to Re. ring A and n are the same as those defined in general formula (9) or (10). 
16. A process for producing an N-acyl(meth)acrylamide derivative, which comprises: 
reacting: 

an amide represented by the following general formula (12); 

Ri 0 

(12) 



R, 




NH, 



wherein represents a hydrogen atom or a methyl group; and Rj and R3 each independently represents 
a hydrogen atom or a C^.^q straight-chain or branched alkyi group which may be halogenated; with 
a compound represented 1^ the following general fbnnula (1 3): 



(13) 



OCH, 
L--OCH, 

I 

CHi 



wherein R4 represents a C^.^o straight-chain or branched alkyI group or a Cs.6 cyclic alkyI, aryl or hetero- 
cyclic group, each of which may be halogenated. 

to thereby produce an enamlne compound represented by the following general fbrmula (1 4): 



Ri 0 Ri 

^' CH, 



(14) 



wherein to R4 are the same as those defined in general formula (12) or (13); and then 
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allowing the enamine compound to undergo hydrolysis under an acidic condition, to thereby produce an N- 
acyl(meth)acrylamide derivative represented by the following general formula (15): 



(151 

H 

wherein to R4 are the same as those defined in general formula (12) or (13). 
17. A process for producing an enamine compound, which comprises: 
reacting: 

an amide represented by the following general formula (12): 




R. T NHi (12) 



wherein represents a hydrogen atom or a methyl group; and R2 and R3 each independently represents 
a hydrogen atom or a C■^.1o straight-chain or Ijranched alkyi group which may be halogenated; with 
a compound represented t)y the following general fbnnula (13): 



OCKi 



K 

I 

CH» 

wherein R4 represents a C^o straight-chain or branched alkyI group or a Cs.6 cyclic alkyI, aryl or hetero- 
cyclic group, each of which may be halogenated, 

to thereby produce an enamine compound represented t>y the following general formula (14): 
Rt 0 R4 
R» T N (14) 



wherein to R4 are the same as those defined In general formula (12) or (13). 
18. A process for producing an N-acyl(meth)acryiamlde derivative, which comprises: 

allowing an enamine compound represented by the following general formula (14): 
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wherein Ri represents a hydrogen atom or a methyl group; R2 and R3 each independently represents a hydro- 
gen atom or a C^.^q straight-chain or branched alkyi group which may be halogenated; and R4 represents a 
C^.^o straight-chain or branched alkyl group or a 0$^ cyclic alkyl. aryl or heterocyclic group, each of which may 
be halogenated, 

to undergo hydrolysis under an acidic condition, to thereby produce an N-acyl(meth)acrylamlde derivative repre- 
sented by the fbitowing general formula (15): 



(15) 




Ri 
H 



wherein R^ to R4 are the same as those defined in general formula (14). 
19. An enamine compound represented by the following general formula (14): 



^' CH. 



(14) 



wherein R^ represents a hydrogen atom or a methyl group; R2 and R3 each independently represents a hydrogen 
atom or a C^. 10 straight-chain or branched alkyl group which may be halogenated; and R4 represents a C^o 
straight-chain or branched alkyl group or a C5.6 cyclic alkyl, aryl or heterocyclic group, each of which may be halo- 
genated. 
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